ABSTRACTS OF 
WORLD MEDICINE 


Volume 2 


July to December, 1947 


LONDON 
BRITISH MEDICAL ASSOCIATION 
TAVISTOCK SQUARE, W.C.1 


| 
D 
Pm, 
Gs 
MDCCCX 
| 


ABSTRACTS OF WORLD MEDICINE 


UNDER THE DIRECTION OF 
HUGH CLEGG, M.A., M.B., F.R.C.P., Editor, BRITISH MEDICAL JOURNAL 


EDITED BY 
G. M. FINDLAY, C.B.E., D.Sc., M.D., F.R.C.P. 


ASSISTED BY 
S. S. B. GILDER, B.Sc., M.B., B.S. 


This journal is planned to provide the reader with a selection of abstracts of the more important articles appearing 
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is to give the reader sufficient details in an abstract to enable him to judge whether the original is, for him, worth 
reading in full. 


The abstracts are grouped in broad classifications which represent the special fields of study into which Medicine 
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Hygiene and Public Health 


PUBLIC HEALTH 


|. Influence of the War and Food Shortage on the 
Incidence and Course of Disease from the Pathologist’s 
Point of View. (Der Einfluss von Krieg und Nahrungs- 
mittelmangel auf das Auftreten und‘den Verlauf von 
Erkrankungen vom Standpunkt des Pathologen) 

H. Hampert. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.] 58, 589-590, Oct. 11, 1946. 


In peacetime there are almost regular increases and 
decreases in the occurrence of particular diseases. 
This picture is quickly and fundamentally altered with 
every change in conditions. The proper evaluation of 
these changes in disease incidence in their relation to 
diagnosis and treatment depends on the co-operation 
of every medical practitioner. 

The war brought many changes in the conditions of 
life in Austria. Most of the inhabitants of the larger 
Austrian towns were undernourished, although actual 
starvation was seldom encountered. This state of 
affairs, allied to overcrowding and mental and physical 
strain, had its effect on the incidence of disease in the 
country. In this connexion attention is drawn to the 
so-called gastric ulcer epidemic in the Soviet Union in 
1917-21, which ceased with improved conditions. A 
similar increase was reflected by the post-mortem findings 
in Russian towns during the war. The explanation 
that it was due to shortage of food was confirmed by 
experiments showing that histamine caused ulceration 
only in starving rats, and not in well-fed ones. The 
author considers mental exhaustion at least as important 
in relation to the origin of gastric ulcer, of which there 
was a similar increase in Austria in the later war years. 
There was a rise in the incidence of pulmonary embolism 
after the 1914-18 war, but during the 1939-45 war there 
has been a fall. Réssle draws attention to the fact 
that adiposity predisposes to this condition. If this is 
so another rise in case incidence should occur with 
improved supplies of food. The relative frequency of 
fatal endocarditis of the chronic type in the latter war 
years and. in the first year of peace is noteworthy as 
showing re-infection of damaged valves which had 
previously caused noembarrassment. Fatal pneumonia 
and digestive disturbances in infants and young children 
have become a scourge, as also has the pneumonia 
after whooping-cough and measles. Diabetes has 
appeared less often, owing to the adequate supply of 
insulin. Further, shortage of food seems to have a 
beneficial effect in diabetes, as exemplified in the siege 
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of Paris in 1871. Severe forms of tuberculosis in young 
people have become commoner and cases of late primary 
infection play a more important part. Certain expected 
diseases did not appear in spite of the conditions; for 
example, severe avitaminosis. The danger of their 
occurrence was found to have been exaggerated. 

Mary Edwards 


2. Influence of the War and Food Shortage on the 
Incidence and Course of Disease from the Point of View 
of the Physician. (Der Einfluss von Krieg und Nahrungs- 
mittelmangel auf das Auftreten und den Verlauf von 
Krankheiten vom Standpunkt des Internisten) 

H. ScHNetz. Wiener Klinische Wochenschrift (Wien. 
klin. Wschr.| 58, 591-598, Oct. 11, 1946. 


The war brought great changes in living conditions 
to the inhabitants of Salzburg; there were shortages of 
food and of medicine, overcrowding, severe nervous 
and physical strain, and lack of fuel and adequate 
clothing. The author discusses the effect on the total 
number of cases in the medical division of the local 
hospital, on the number of cases of particular diseases 
or disease groups, and on the symptomatology and 
course of these. Quantitative and qualitative changes 
in particular diseases and disease groups are interpreted 
in terms of living conditions, and comment is made on 
the use of collected information for research into the 
causes and treatment of disease. 

The increase of admissions in the first post-war year, 
as against those for 1938-9, was almost 1,000 (20%). 
The increase for women was 885 (36%). The pro- 
portion of older people admitted was greater than before 
the war. Because of migration, all European nations 
were represented among the sick. It must be noted 
that there were more cases in 1938-9 than in previous 
years, owing to the flood of sick people evacuated from 
Germany after the removal of the German boundary. 
On the other hand, the number of cases in 1945-6 
(5,000) was affected by the cessation of the influx from 
Bavaria following restoration of the boundary. After 
the collapse there was a steep rise in infectious diseases 
in the last six months of 1945, chiefly of typhoid (4%), 
paratyphoid (1%), typhus (2%), diphtheria, and infective 
hepatitis. Those affected were mostly from camps or 
concentration camps. The local population were 
largely exempt owing to protective measures. Tertian 
malaria and pulmonary tuberculosis multiplied in 
incidence many times, and men outnumbered women 
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among new cases. Scarlet fever was less evident (28 
cases as against 121 in 1938-9). As regards typhoid, 
paratyphoid, and diphtheria, women outnumbered men, 
probably owing to systematic inoculation in the 
Services. 

A great increase was seen in cardiovascular diseases. 
The incidence of diseases of heart muscle, coronary 
arteries, and pericardium, of septic endocarditis, and of 
organic disturbances of the circulation was more than 
doubled. The number of cases of failure due to valvular 
defect and hypertension (including renal cases) was 
doubled. Women, especially those with many children 
and those doing heavy work, were much more subject 
than men to valvular incompetence, endocarditis, and 
hypotension. Coronary disease occurred equally in 
men and in women, but men were more subject to 
intermittent claudication and endarteritis obliterans. 
In lung diseases there was no special increase on the 
pre-war year. Lung abscess, pleurisy, and asthma 
increased equally in men and in women; only in the 
pneumonias did men preponderate. 

Diseases of the alimentary tract also greatly increased, 
chiefly among soldiers and camp-dwellers returning in 
1945. Gastric ulceration has not yet been assessed. 
Diseases of the pancreas were more often diagnosed 
owing to greater interest in the subject. Kidney diseases 
were more prevalent, especially among camp-dwellers 
and returned persons. Articular rheumatism increased 
among professional women and in mothers. Diseases 
of the blood occurred twice as often, especially pernicious 
anaemia due to the shortage of liver preparations. 
Severe secondary anaemias, myeloid and lymphatic 
leukaemias, and Hodgkin’s disease were also more 
frequent both in men and in women. Endocrine 
diseases increased greatly in 1945-6, and diabetes was 
much more prevalent, most cases being admitted in 
coma; cases inthe aged predominated. Hypoglycaemic 
states accompanied other conditions, such as diseases 
of the stomach, duodenum, bile ducts, and pancreas. 
Thyrotoxicosis was more frequent than in 1938-9, and 
was chiefly found among women. Many cases were 
seen of physical exhaustion of nervous origin, with 
avitaminosis, hypoglycaemia, and hypotonia. In 1945-6 
there were twice as many suicides by poison. Urticaria 
and Quincke’s oedema increased, but there was a 
decrease or almost total absence of gastritis, carcinoma 
of the stomach, cholelithiasis, scarlet fever, influenza, 
dysentery, smallpox, and severe typical avitaminosis, 
this latter on account of the widespread use of vitamin 
tablets. 

As ‘compared with 1938-9, in 1945-6 there were 
variations in onset, duration, and course of disease, and 
of symptoms, complications, and convalescence. 
More than half the cases of typhoid fever had an atypical 
onset, with sudden rise of temperature, rigors, and 
delirium. This often continued for 2 to 3 weeks without 
change. The later stages were equally atypical. In 
some cases the temperature fell by crisis; in others there 
would be 2 to 4 weeks of remitting fever with severe 
complications and often continuous delirium and 
tachycardia, instead of the usual bradycardia. A 
tendency to collapse was present in both moderate and 
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severe cases. The spleen was seldom palpable at 
but became so later, and the rash extended over both 
trunk and limbs. These features made diagnosis 
difficult. Almost analogous variations occurred in 
paratyphoid fever. Typhus ran a very severe course in 
one-third of the cases, which occurred mostly in former 
inmates of concentration camps; the systolic blood 
pressure sank to 80 mm. Hg or lower, severe diarrhoea 
led to dehydration, and there were haemorrhages in the 
skin and from mucous membranes. The eruptions coverej 
the body and limbs, and complications were frequent, 
Cases of infective hepatitis included a number with 
extremely severe liver insufficiency and hepatic coma, 
A succession of severe cases of diphtheria occurred 
with more complications than is usual. Severe forms 
of pulmonary tuberculosis appeared to be more pre. 
valent, especially in young people. 

With regard to the symptoms and course of cardio. 
vascular diseases, the majority of cases were severe and 
tended to relapse, while convalescence was slow. The 
course of blood diseases, especially in pernicious 
anaemia, was severe and they responded less than 
before the war to therapeutic measures, and in particular 
to iron medication. Blood transfusions were life- 
saving. Infections of the lung and pleura were more 
severe and prolonged; more complications occurred, 
such as myocarditis, oedema of lungs, collapse, pleurisy, 
abscess, and empyema, and resolution was delayed. 
Response to sulphonamides was diminished. The onset 
of moderate and severe gastro-enteritis was acute, 
sometimes with rigors; the stools were mucous and 
watery, with or without blood, and with no pathological 
infection; achlorhydria was present. The temperature 
remained high for 2 to 5 days, and fell by lysis. The 
spleen was seldom enlarged; leucopenia was frequent. 
Differential diagnosis was difficult. In diabetes there 
were more complications, and gangrene and heart 
failure were more frequent. In thyrotoxicosis heart 


failure was prominent; the course was more severe and 


successful treatment rarer. Mary Edwards 


3. Laboratory Procedures in Sanitary Milk Control 

A. H. RosBertson. American Journal of Public Health 
and the Nation’s Health [Amer. J. publ. Hith\ 36, 1245- 
1259, Nov., 1946. 70 refs. 


This compendious article compares two methods for 
carrying out the sanitary control of milk supplies as 
practised in America. Of these, one, which the author 
terms Plan A, is that recommended by the U.S. Public 
Health Service and has been adopted in over 1,000 com- 
munities in North America; the other, termed Plan B, 
is practised in the State of Connecticut. The major 
differences relate to the laboratory tests to be applied. 
The procedure of Plan A relies on the standard milk 
count, the clump microscopical count, the individual 
microscopical count, and the methylene-blue reduction 
test as suitable criteria; for pasteurized milk only the 
agar plate count is recognized. Plan B does not ordinarily 
involve plate counts but relies on direct microscopical 
counts— for pasteurized milk, the phosphatase test and 
also a special test for coliform bacteria. The phosphatase 
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test is a direct measure of the efficiency of pasteurization. 
The author evidently favours direct microscopical counts 
4s facilitating immediate grading and, in the case of 
high counts, enabling the inspector to form an opinion 
at once as to whether these are due to (1) faulty cooling, 
(2) utensil contamination, (3) udder infection, or (4) a 
combination of two or all of these; the test can be per- 
formed in the field or in the laboratory. 

[The article is well documented and has important 
references to recent literature.] C. O. Stallybrass 


4, Post-war Program for Abatement of Pollution in 
New York Harbor 

R. H. Goutp. American Journal of Public Health and 
the Nation’s Health [Amer. J. publ. Hlth] 36, 1293-1298, 
Nov., 1946. 1 fig. 


An obstacle to obtaining adequate purification when 
anumber of authorities dispose of sewage into a common 
waterway is the difficulty of getting common and 
simultaneous action, as each community regards the 
others’ backwardness as an excuse for its own inaction; 
the high cost of an adequate plant is a further deterrent, 
but the failure to act produces its own drawbacks in 
reduced property values, the lack of recreational facilities, 
and the deterioration in environmental conditions. The 
New York scheme is now inclusive and provides 13 
sewage-treatment works of a capacity of 410 million 
gallons of sewage a day. The post-war scheme to be 
completed about 1950 will have 17 treatment works with 
a daily capacity of 1,453 million gallons. The methods 
to be employed in the new plants will consist mainly of 
the activated sludge process or its modifications known 
as “step aeration” or “* modified sewage aeration ”. 
Sludge from the plants will be digested and the digestor 
gases used for power production; the residue will be 
mainly disposed of at sea. C. O. Stallybrass 


5. A Reverse Approach to the Fluorine—Dental Caries 
Hypothesis 

R. A. Downs and F. S. McKay. American Journal of 
Public Health and the Nation’s Health [Amer. J. publ. 
Hith| 36, 1307-1308, Nov., 1946. 


Repeated reports from Montrose, Colorado, U.S.A., 
seemed to indicate an extremely high dental-caries rate 
combined with a high concentration of fluorine in the 
drinking water, 1-4 parts per million (p.p.m.). This was 
so much at variance with other findings that the matter 
was investigated by the authors. In 77 high-school 
pupils, natives of the district, the average number of 
carious areas was 10 per person with only | caries-free 
person. In 67 others who came from districts in which 
fluorosed enamel was endemic the average number of 
carious areas was 1-7 per person with 27 caries-free. 
The source of the water supply of the former was Cimarron 
Creek augmented in the summer by water from the Gunni- 
son River. The water supply which induced fluorosed 
enamel came from Spring Creek Mesa with water from 
deep wells. The authors concluded from this study that 
the original figure of 1-4 p.p.m. for fluorine was incorrect; 
on further test the fluorine content was found to be only 
0-3 p.p.m. D. Robertson-Ritchie 


6. Mortality Rate due to Cancer in Ziurich, in Switzer- 
land as a whole, and in International Comparisons. (Die 
neueste Entwicklung der Krebssterblichkeit in Ziirich, in 
der Schweiz und im internationalen Vergleich) 

H. R. Scuinz, S. Rosin, and A. Senti. Bulletin der 
Schweizerischen Akademie der Medizinischen Wissen- 
schaften (Bull. schweiz. Akad. med. Wiss.] 2, 131-150, 
Oct., 1946. 19 refs. 


In Ziirich since 1900 the total death rate from carcinoma 
and the death rate from carcinoma per 10,000 persons 
have increased. These increases are the expression of 
the higher average age of the population, and after 
allowing for this by standardization it was found that the 
total mortality rate from carcinoma per 10,000 persons 
has steadily decreased from 11-54 in 1896-1905 to 9-02 
in 1936-44. The total numbers of people dying from 
carcinoma in individual age-groups have also increased, 
more in the higher age-groups than in the lower, such 
deaths being most numerous at 60 to 74 years. The 
percentage of deaths from carcinoma (as compared with 
deaths from other causes) had decreased for people 
aged 30 to 59 and increased for those aged 60 and over. 
All these findings are likewise simply expressions of an 
upward movement in the age of the population. 

Calculations relating to 100,000 living people of the 
same age show that for carcinoma in the most common 
sites the probability that an individual will die of carci- 
noma steadily increases with increasing age. The chief 
exception to this generalization is lung carcinoma in 
males, the frequency reaching a maximum at 60 to 74 
years, then falling; this latter finding is attributed to 
elimination by death from other causes of those who 
might have died from carcinoma. The increased fre- 
quency of deaths with increased age for carcinomata in 
different sites varies considerably: in males, for carci- 
noma of the stomach, it is about 85 times greater at 
75 years than at 30 to 45 years, and for carcinoma of the 
skin about 200 times; in females, for carcinoma of the 
uterus it is only 10 times greater at 75 years than at 30 
to 45 years, and for carcinoma of the breast 16 times. 

A comparison of deaths from carcinoma for the periods 
1896-1925 and 1926-45 showed that in males in both 
periods and in all age-groups the stomach was the 
commonest site; the next commonest was the oesophagus 
in the first period and after 45 years of age in the second 
period, but the lung was affected oftener than the 
oesophagus in the 30 to 44 age-group during the second 
period. In females, the uterus was the commonest site 
in the 30 to 44 age-group in both periods; after 45 the 
stomach was the commonest site in the first period and 
the breast in the second. For males in the period 1926- 
45 the increase in the probability of death with increasing 
age was similar for carcinoma of the stomach and large 
intestine but greater for prostatic carcinoma; for females 
in the same period the probability increased more rapidly 
for gastro-intestinal carcinoma than for carcinoma of the 
breast, uterus, or ovary. 

The death rate from carcinoma per 10,000 persons aged 
40 and over in the period 1931-41 was over 38 in the 
northern cantons of Switzerland and under 38 in the 
southern cantons. Data for Europe as a whole for 
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1936-7 show that the death rate for the southern cantons 
is similar to that for the Mediterranean countries, the 
death rate for the northern cantons being similar to that 
for Switzerland’s northern and eastern neighbours. 
Raymond Whitehead 


7. Morbidity among Children in Salzburg after the 


War. (Die Kindermorbiditét Salzburgs nach dem 
Kriege) 

G. ZEDERBAUER. Wiener Klinische Wochenschrift [Wien. 
klin. Wschr.] 58, 598-600, Oct. 11, 1946. 3 figs. 


Morbidity among children in Salzburg is compared 
statistically for the years 1938, 1941, 1944, and 1945. 
The conclusions are drawn from a children’s hospital 
and only the more severe cases are considered. The 
experience of general practice may be different. 

The food position was so good till April, 1946, that 
no ill effects on children were expected or seen. Even 
the shortage of potatoes and vegetables did them no 
harm. There was no avitaminosis and no _ xer- 
ophthalmia; any atrophic conditions seen were due to 
the ignorance of mothers or fostermothers. Even 
rickets did not increase much. An epidemic of scarlet 
fever came to an end in 1945, and now the morbidity 
from this disease is the same as in 1938. The frequency 
and severity of diphtheria did not vary during the 4 
years, but the number of laryngeal cases increased 
slightly in 1944. Poliomyelitis was absent, and very 
few cases of meningitis or encephalitis occurred. In 
1945 there were a mild epidemic of paratyphoid and 
15 cases of typhus. Scabies increased greatly in 
incidence in Salzburg, though few new cases occurred 
in Vienna. A rise in the incidence of tuberculosis, 
though expected, was not marked. 

Infants, however, suffered greatly during and after 
the war. The chief cause of death—enteritis—occurred 
more frequently in 1941 than in 1938, and the figures 
were even higher in 1944 and 1945. This increase was 
not due to shortage of food, for the children and nursing 
mothers were adequately fed. In the last 2 war years 
and after, breast-feeding was largely discontinued; the 
mental and physical strain undergone by the women was 
largely responsible for this, though the housing shortage, 
by rendering many mothers unable to keep their children, 
was a contributory factor. Furunculosis and pyaemia 
increased in frequency and severity in the last 2 years; 
lack of care and shortage of soap are blamed, and there 
was an epidemic character inthe outbreak. Prematurity 
increased sixfold during the war. Statistics show that 
the increase in morbidity took place only among 
infants; but this could have been partly avoided if 
breast-feeding could have been maintained. Through 
the efforts of the Institution for the Promotion of Child 
Health the infant mortality rate was reduced from 
40 to 10% in the last 40 years by the encouragement of 
breast-feeding. Mary Edwards 


8. Colour Vision Testing in School Children 
J. Scutty. Medical Officer [Med. Offr] 77, 207-208, 
May 24, 1947. 5 refs. 
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9. The Decline of Mortality from Rheumatic Fever 
J. A.G Lover. Monthly Bulletin of the Ministry of Health 
and the Emergency Public Health Laboratory Service 
[Mon. Bull. Min. Hith| 5, 222-229, Oct., 1946, 2 figs, 
10 refs. 


Three tables in this paper show the rates of mortality 
from rheumatic fever in males, females, and persons jg 
11 age-groups (1) from 1881-90 to 1921-30 in decennia, 
(2) in quinquennia to 1940-4, and (3) in single year 
from 1931-44. Allage-groups show improvement, which 
at ages over 25 has been particularly great; this is illys. 
trated in a graph comparing the age distributions for 
1881-90 and for 1944. There is an indication of acceler. 
ated improvement since the war began, but the lowest 
point was in 1942; since then there has been some increase 
in mortality. The sex ratio has changed from a male to 
a female predominance. The author thinks that 
decreasing poverty has been a factor in the decline, but 
that “‘it seems probable that the main cause of the 
decline is of a more subtle kind, a change in the 
relationship between man and the Streptococcus 
pyogenes’. Major Greenwood 
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10. Control of Heat in Industry 
W. MACHLE. Occupational Medicine [Occup. Med.] 2, 
350-359, Oct., 1946. 8 refs. 


The author first describes the concept of thermal equili- 
brium, according to which the mean temperature of the 
body when exposed to heat rises to a new level, which 
may be as high as 103° F. (39-4° C.). He states that we 
have no convenient yardstick for measuring permissible 
thermal conditions for work, but must be guided very 
largely by the clinical observation of lassitude, poor 
concentration, and other changes. An upper limit of 
90° F. (32:2° C.) wet bulb temperature for saturated air 
is about the highest which can be tolerated, levels 2° to 
3° F. (1-1° to 1-65° C.) lower being necessary for clothed 
men. Some authorities suggest a rise of 1-5° F. (0-8° C.) 
of rectal temperature as the permissible maximum; but 
in fact men have been observed with rectal temperatures 
of 103° F. (39-4° C.) who have yet been able to work for 
4 hours or more. No scale is available which takes into 
account all factors, and it has been noted that high radia- 
tion causes a marked increase in metabolism. When 
general ventilation and cooling are impossible local 
cooling in suits and jackets or by localized air currents 
may be useful. 

The distribution in the population of persons who are 
tolerant of heat and those who are intolerant is a random 
one, yet it is very desirable to select personnel with a 
high tolerance when exposure to heat is inevitable. 
After a period of adaptation persons selected should 
work for 4 or 5 days in a hot atmosphere to the limit of 
tolerance. The greatest degree of toleration is seen in 
men between the ages of 21 and 28. There is a steep fall 
in tolerance after 28. Attempts should be made to 
lessen heat production in persons exposed to heat. As 
little output of work as 92 kg.-metres per minute is 
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uivalent in heat production to a rise in air temperature 
of 125° F. (69° C.). After men leave hot environments 
the drop in body temperature seems to follow Newton’s 
law, the greatest loss being in the early period of ex- 
posure. Thus it would appear that frequent short inter- 
yals in cooler air will give more relief than rare and longer 
rest pauses. Men working at a wet-bulb temperature of 
90° F. (32-2° C.) showed a drop in rectal temperature 
from figures between 100° and 104° F. (37-8° and 40° C.) 
to a point only 0-2° to 0-4° F. (0-11°-0-22° C.) above 
normal. The degree of relief given may be estimated to 
some extent from the pulse rate, which should be between 
125 and 130 for fit young men, who tolerate these rates 
well. The loss of 1-5% of body weight by water deficit 
js equivalent to a rise in air temperature of 12° F. (6-6° C.) 
or an increase in work output of 92 kg.-metres per minute. 
The body may lose in 1 hour an amount of water equal 
to the blood volume, yet deterioration is seen when a loss 
as low as 6% of body weight occurs. Thirst is not an 
adequate measure of water deficiency, and the author 
notes the need for salting the water to the extent of 0-1 
or 0:5 % by weight. G. C. Pether 


11. Research in Industrial Medicine in Great Britain 
at War 

D. HuNTER. Occupational Medicine [Occup. Med.) 2, 
301-328, Oct., 1946. 83 refs. 


This review was given in a lecture at the Harvard 
Medical School. The author pointed out the unique 
position of the London Hospital, which is close to a very 
large number of factories where nearly all chemical 
substances of importance are handled. He described the 
well-known industrial poisons such as arseniuretted 
hydrogen, the organic mercury compounds, and benzene. 

' The insidious nature of the poisoning by these materials 
was stressed, also the importance of ventilation, and the 
use of respirators, gloves, and protective clothing. 

Arseniuretted hydrogen is often produced in an 
unexpected manner because arsenic is a frequent con- 
taminant of other metals or their ores. Medical officers 
in industry should bear this possibility in mind and 
educate factory staffs accordingly. The organic mer- 
curials are used extensively as seed dressings and fungi- 
cides, and though the only recorded cases of systemic 
poisoning in man were due to the methyl and ethyl 
derivatives, yet the more complex substances have given 
rise to dermatitis and other disorders. Both dust and 
vapour may cause trouble. In benzene poisoning, in 
which there is destruction of the bone marrow, an aplastic 
anaemia is not essentially present but the blood picture 
may be infinitely varied. The condition is due to benzene 
itself and not to any contaminants. There is some 
evidence that chronic exposure to benzene produces 
leukaemia. Triorthocresyl phosphate may be used in 
industry as a plasticizer; sometimes as much as 50% is 
added to polyvinyl chloride. Poisoning causes poly- 
neuritis, but as the clinical picture develops it resembles 
finally that of an amyotrophic lateral sclerosis. 
Paralysis and wasting occur in the early stages, but sensory 
changes are absent. The substance has been found as 
an adulterant in alcoholic drinks and in apiol, an aborti- 


facient. Sometimes it has been found in foods from 
accidental contamination. In a few cases poisoning has 
occurred from fumes, and there is evidence to show that 
triorthocresyl phosphate may be absorbed through the 
unbroken skin. Elbow-length gloves are needed by any 
workmen handling the substance. The clinical effects 
of vibrating tools include arthritic changes in wrists, 
elbows, and shoulders, decalcifying changes in bone, and 
changes in nerve tissue and in blood vessels. Further 
research is being undertaken to establish whether there 
is a critical frequency at which the syndrome appears. 
Certain rare metals—cadmium, molybdenum, manganese, 
and others—may cause pneumoconiosis, pneumonic 
conditions, cancer of the lung, and allergic phenomena. 
The author also described an unusual type of pneu- 
monia seen in workers handling bagasse, the sugar-cane 
residue after the sugar has been extracted. Apparently 
a specific disease characterized by acute bronchiolitis, 
collapse, and pneumonia may develop, and, if not fatal, 
may be followed by slow recovery. The condition may 
be due to the inhalation of toxic fungi. 

In conclusion the author referred to recent work on 
the lung cancers seen in arsenic workers, on the effect of 
aluminium dust on the lungs, and on pneumoconiosis 
as seen in iron and steel foundries. Similar work is 
being undertaken to assess the dust hazard in the making 
of vitreous enamels. G. C. Pether 


12 Arsenical Keratitis due to Industrial Poisoning. 
(Kératite arsenicale par intoxication professionnelle) 

—. PAUFIQUE and —. BONAMOUR. Archives des Maladies 
Professionnelles, de Médecine du Travail et de Sécurité 
Sociale [Arch. Mal. prof.] 7, 199-200, 1946. 


Though other symptoms of arsenic poisoning are well 
known the conjunctival and corneal manifestations are 
not. The authors have encountered 2 severe cases of 
arsenical kerato-conjunctivitis. One was in a man 
working in a vineyard, who had handled arsenate of 
lime on many occasions. He had a generalized dermatitis 
which affected especially his limbs and also the lingual 
and buccal mucous membranes. Arsenic was found in 
the skin, nails, and hair. At first his right eye was 
generally reddened, and later the left eye became infected 
and watered freely with much photophobia. Later on 
the right eye cleared up, but when seen in hospital the 
left eye was much inflamed, the bulbar conjunctiva 
uniformly reddened, and a large ulcer was noted on the 
cornea. There was complete corneal anaesthesia on 
this side. Blepharorrhaphy was performed, but weeping 
remained copious, and the patient had a temporal 
neuralgia. The authors think that the lesions had their 
origin in a poisoning of nerve fibres, which would explain 
the corneal anaesthesia, and that a similar nervous 
mechanism may account for many lesions of the skin. 

G. C. Pether 


13. Chronic Problems in Industrial Surgery 

W. N. Kemp. Canadian Medical Association Journal 
[Canad. med. Ass. J.] 56, 41-47, Jan., 1947. 2 figs., 
19 refs. 


Health 
ervice 
figs, 
‘tality 
in 
years 
which 
illus. 
S for 
celer. 
west 
rease 
ile to 
that 
, but 
the 
| the 
uili- 
the 
hich 
we 
ible 
very 
t of 
to 
hed 
C.) 
but 
ires 
for 
nto 
lia- 
cal 
nts 
are 
le. 
ild 
of 
all | 
to 
is 


6 


14. Inflammation of the Palmar Aponeurosis in 
P.T.T. (Post Office) Linemen. (L’aponévrosite palmaire 
chez les ouvriers-monteurs des P.T.T.) 

M. B. Despias. Archives des Maladies Professionnelles, 
de Médecine du Travail et de Sécurité Sociale [Arch. Mal. 
prof.| 7, 217-219, 1946. 2 figs. 


In 21 years the author saw over 200 cases of 
Dupuytren’s contraction. He notes that, while some 
consider it to be of occupational origin, others stress 
its occurrence in tabes, Parkinsonism, disseminated 
sclerosis, syringomyelia, and other disorders. He 
has recently observed a group of workers exhibiting a 
high incidence of this disorder. One was a vigorous 
man of 48 who had a palmar contraction affecting the 
fourth and fifth fingers of the right hand. The left 
hand was perfectly normal. The workman in question 
was required to lay electric wires of varying diameters, 
stripping these of the protective lead, paper, or pitch 
when it was necessary to cut them. A very considerable 
muscular effort was needed to close the scissors provided, 
which had a leverage of 1:1, and when the author 
attempted to do the work he was quite unable to cut the 
thicker wires. He observes that a strong man can exert 
a gripping force of 50 kg. as measured with the dynamo- 
meter in the hand. To cut some of the wires a force of 
75 kg. was needed, and this fell chiefly on the palmar 
fascia leading to the fourth and fifth fingers, as they 
worked against the thenar side of the palm. He did not 
exclude the possibility of some specific irritation of the 
palm by the pitch used as an insulator. The incidence 
of palmar contraction in cable workers was very high. 
It generally appeared about the age of 34 to 40 after 
from 3 to 7 years of employment. In one area 9 out of 
32 employees exhibited the lesion, and these were mostly 
men working on thick wires. 

The author feels very strongly that the badly designed 
and blunt scissors now in use should be replaced at once 
by a new pattern giving a leverage of 1:3 or 1:4. 
All materials are in short supply, but he considers that 
the administration should pay immediate attention to 
this matter. G. C. Pether 


15. Examination of a Case of Silicosis Occurring in a 
Stonemason. (Untersuchung eines Falles von Stein- 
hauersilikose) 

A. Vv. ALBERTINI, E. BRANDENBERGER, and J. R. RUTTNER. 
Zeitschrift fiir Unfallmedizin und Berufskrankheiten [Z. 
Unfallmed. Berufskrankh.] 39, 361-376, Dec. 31, 1946. 
15 refs. 


A new organization has been set up in Switzerland to 
investigate dust diseases of the lungs. As the dangerous 
substances in that country are not always identical with 
those found elsewhere it is not possible to rely entirely 
on the foreign literature for guidance. 

The authors describe the case of a stonemason, aged 
63, who had worked for 46 years with various kinds of 
stone containing quartz. Among these were the sand- 
stones of the Palatinate and the Main Valley and also 
Grossmiinster stone. The silica content of these ranges 
between 40 and 80%. It is considered that the silicosis 
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risk in this occupation is comparatively small, this being 
attributed in part to the large average size of the dug 
particles. The patient first noted symptoms in 1935_ 
namely cough, dyspnoea, fatigue, and loss of weight, 
A radiograph was taken a year later and showed fine 
mottling of both lungs. No tubercle bacilli were foung 
As a result of this examination the patient was given g 
100% disability pension. In 1943 he had signs of myo- 
carditis and arteriosclerosis. Some doubt was cast op 
the original diagnosis, and it was noticed that the 
mottling was most marked in the upper zones. The 
lesions were calcified and there was also some pleural 
thickening. In 1945 the patient developed an ego. 
phageal cancer from which he died. 

At necropsy the nodules in the lungs were found to be 
of a greyish colour, uniformly distributed, and up to 
5 mm. in size. The lymph nodes around the bronchi 
and trachea, in the aortic.region, and around the pan. 
creas were enlarged and hard and contained scattered 
white nodules of mineral matter. Histological examina- 
tion of some of these revealed numerous particles of coal 
dust and shiny, needle-shaped crystals, later identified 
as lipid crystals. In some places where the nodules 
in the lungs were near the surface the pleura was thickened 
and adherent. The lungs were partly collapsed and 
showed emphysematous areas. A Leitz polarization 
microscope was used to permit identification of the 
crystals seen in the nodes. It was not possible to demon- 
strate the presence of quartz or mineral crystals by this 
method, and the authors question whether in fact it is 
technically possible to demonstrate quartz in this way. 
Certain tissues were dissolved in nitric acid and the 
residue was then dried. By a special technique of 
Brandenberger’s, in which x-ray diffraction methods 
were used and the spectra of the various substances were 
identified, the authors were able finally to demonstrate 
the presence of quartz in the hilar and abdominal lymph 
nodes. Hydroxyl-apatite was found in the lungs and 
hilar nodes, calcium phosphate in the hilar nodes, and 
magnetite in the lung tissue. 

Discussing this case the authors note the surprising 
fact that in the old silicotic nodules of the lungs, 
demonstrated histologically, no quartz could be found by 
their special x-ray technique, but where the lesions were 
active and reaction most violent, as in the hilar and 
abdominal nodes, quartz was identifiable. The findings 
support the views of Albertini that the quartz particles 
are gradually transported from the lung to the hilar nodes 
and thence to the abdominal nodes. The mineral 
particles are in a fine state of division and suspension, 
and are possibly broken up still further in their passage. 
The authors reject the view that silica is dissolved and 
then precipitated, because it always precipitates in the 
amorphous form when this occurs. They sound a note 
of warning against identifying all crystals as of mineral 
origin, since many are organic and lipoid. In the 
patient described the appearance of hydroxyl-apatite 
together with calcium phosphate in the hilar nodes must 
be regarded as unusual, since the former generally occurs 
alone. The authors do not think that the silicotic 
condition had anything to do with the development of 
the oesophageal carcinoma. G. C. Pether 
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16. Chromosin, a Desoxyribose Nucleoprotein Complex 17. Some Observations on Men Sitting Quietly in 
of the Cell Nucleus Extreme Cold 

A. E. Mirsky and A. W. Po.uister. Journal of General S. M. Horvatu, H. Goupen, and J. WaGer. Journal of 
Physiology (J. gen. Physiol.) 30, 117-147, Nov., 1946. Clinical Investigation [J. clin. Invest.] 25, 709-716, Sept., 
8 figs., 31 refs. 1946. 5 figs., 9 refs. 


This paper describes the preparation of nucleoproteins _ Forty-five soldiers (average age 20:5 years; surface 
from animal and plant tissues. The preparation of f¢4.1°79sq. metres) in excellent physical condition served 
chromosin (fibrous nucleoprotein) from such tissue as 48 Subjects. Each individual submitted to 2 to 5 tests 
liver involves the mincing of the tissue and its subsequent i” @ Particular environment after a light breakfast 2 to 
extraction with physiological saline. The bulk of the 3 hours before entering the cold room. Half an hour 

before exposure the men donned thermocouple harnesses 
and their underwear and lay quietly in the control room 
at 22°C., 50% humidity, for the measurement of basal 
skin and rectal temperatures. This done, they dressed 
in their outer clothing and sat quietly in the particular 
environment for 3 hours. At 22° C. the metabolic rate 
increased by approximately 5%. [No details of the 
procedure employed for this measurement are given.] 
Exposure to cold environments at temperatures of 
1-1°, —17-8°, —23-3°, —26-1°, —28°9°, —34-4°, and 
—40° C. was accompanied by increased metabolic rate, 
which was greatest in the third hour and least in the first 
hour. Although no correlation between environmental 
temperature and metabolic response was noted, at —40° C. 
the metabolic rate averaged 74% of the basal value in the 
third hour. Mean skin temperatures calculated from 
five areas (thigh, toe, arm, calf, and chest) fell particularly 
stringent technique employed was to isolate nuclei in the first hour, the rate decreasing in the third hour. 
disintegrate the Rectal temperatures fell during the first hour but remained 
Subsequent straining through fine muslin and low-speed _Télatively constant in the final 2 hours except at — 2671 
centrifugation yield nuclei which can be extracted with 9d —34-4°C.; the colder the ambient air the steeper 
M sodium chloride as described in the first method. the fall observed in skin temperature. Isolated observa- 

In the examination of the composition of chromosin tions are of little value, as an individual may begin with 
the following components were recognized: desoxy- # high initial value but end the period of exposure with 
ribose nucleic acid, histone (or protamine), and anon- of the lowest values recorded in a group of individuals 
histone protein. The nucleic acid is highly polymerized  ©%4M™ined simultaneously. At —28-9 C., less than 10% 
and is fibrous when precipitated. The histone and non- Of the subjects shivered in the first hour, 50% shivered 
histone proteins differ from each other in that the before 120 minutes, and 75 7% under 151 minutes. The 
histone contains only a trace of tryptophane, while the _8Teatest temperature changes were exhibited in the hands 
non-histone protein contains 1% tryptophane. In and feet, toe temperatures below 0° C. being encountered 
physiological saline both proteins can combine with @t —23°3° to —40°C. C. C. N. Vass 
nucleic acid. Chromosin prepared from Type III ° 
pneumococcus is active in transforming the type of 
pneumococcal culture. It is not known whether protein . NUTRITION 
is an essential part of the transforming agent, although 1g ‘he Role of Intestinal Bacteria in Nutrition 
it has been shown that desoxyribose nucleic acid is C A. Beveume. Journal of the American Dietetic 
high [J. Amer. diet. Ass.] 22, 959-963, Nov., 1946. 
degree of polymerization of the nucleic acid. The — 
solubility in molar sodium chloride is due to a rupture of This documented review provides an excellent summary 
the linkage between histone and nucleic acid. Chromo- of present knowledge regarding the ability of intestinal 
sin is slowly soluble in 0-02 M sodium chloride, with organisms to synthesize and destroy essential nutrients; 
attendant depolymerization of the nucleic acid. This is it also stresses the need to pay attention to the metabolic 
believed to be due to a depolymerization enzyme carried _ activity of the intestinal flora when assessing the nutri- 
in the preparation. J. Dawson tional requirements of an animal. Folic acid and biotin 
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extracted). After the tissue is washed with saline it is 
extracted with a molar solution of sodium chloride. The 
mixture becomes viscous as chromosin passes into solu- 
tion. The material is centrifuged at 10,000 revolutions 
per minute and the extracted chromosin is precipitated, 
by pouring the solution into 6 volumes of water, as long, 
fibrous strands which can be lifted from the vessel. As 
chromosin is soluble in molar sodium chloride solution 
and insoluble in 0-14 M sodium chloride solution it is 
possible to perform repeated precipitations. A slightly 
different procedure is adopted for bacteria (pneumococci). 
As the amount of chromosin present is small after 
extraction with molar sodium chloride solution it is 
dialysed against 0-14 M sodium chloride solution instead 
of being extracted in water, and chromosin threads are 
formed inside the cellophane dialysis tube. A more 
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were proved to be essential nutrients for rats only when 
it was shown that the addition of sulphaguanidine to 
their diet produced recognizable states of deficiency by 
inhibiting the growth of intestinal organisms which 
normally synthesize these vitamins. Monkeys differ 
from rats in that deficiencies of folic acid and biotin can 
be produced without the use of intestinal “‘ disinfectants ”’ ; 
in their case such drugs aggravate the biotin deficiency 
but not the folic acid deficiency. Dogs can make all the 
biotin and folic acid they need, even when they receive 
intestinal ‘“‘ disinfectants”. The extent of vitamin 
synthesis in the intestine often depends on the general 
make-up of the diet; a high-fat diet may reduce the pro- 
duction of riboflavine in the intestine, and the synthesis 
of thiamine may be influenced by the nature of the 
carbohydrate in the diet. The production of nicotinic 
acid in the intestine is partially inhibited by adding maize 
to the diet. Thus, on a basal diet without maize the 
excretion of nicotinic acid was 100 times greater than the 
intake, but after the addition of maize the excretion was 
only three times the intake. Evidence that certain 
organisms selectively destroy vitamins is just beginning to 
come to light. The lesson to be learned from all this 
new work is that the only safe proceeding is to supply 
all the vitamin requirements in the food we eat, even 
though we believe that slight deficiencies may be corrected 
by intestinal synthesis. S. J. Cowell 


19. Blood-volume Changes in Protein Deficiency 

J. H. Watters, R. J. Rosstrer, and H. LEHMANN. 
Lancet [Lancet] 1, 244-249, Feb. 15, 1947. 4 figs., 
15 refs. 


The Marasmus Research Team of India Command 
studied the effects of partial starvation and re-feeding on 
the volume and composition of the blood of Indian 
prisoners of war released from captivity. Of the 17 
patients observed, 12 were followed through to complete 
recovery, and the laboratory data obtained from them 
were compared with similar data obtained from 9 healthy 
Indians. On admission to hospital the patients had a 
normochromic macrocytic anaemia, a lowering of the 
albumin concentration in the serum, and a loss of body 
weight. There was little change in the plasma volume, 
which was increased in proportion to the body weight 
but unaltered in proportion to the surface area. The 
total circulating blood volume was reduced in relation 
both to weight and to surface area. The total circulating 
haemoglobin, red cells, and plasma protein were also 
reduced in relation both to weight and to surface area. 
During the first stage of recovery (0 to 4 weeks) there was 
a decrease in haemoglobin concentration, and sometimes 
also in plasma protein concentration, brought about by 
the very rapid increase in the blood and plasma volumes, 
and not by an actual reduction in the total haemoglobin 
or plasma protein. It follows that satisfactory progress 
can take place in the presence of falling haemoglobin 
values. During the second stage of recovery (2 to 12 
weeks) the total circulating volume and plasma protein 
increased rapidly. The plasma volume reached a higher 
level than was found in the normal subjects, and there 
were rapid increases in the circulating haemoglobin and 
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the plasma albumin. The third stage (8 to 16 weeks) 
marked the return to normal; the plasma volume sank 
to the normal level and the total red cells and albumin 
continued to increase. During the phase of most actiye 
recovery the haemoglobin increased on the average by 
7-9 g. a day, the plasma protein by 2:3 g. a day, and the 
red cells by 3 millions a second. , 
S. J. Cowell 


20. Human Amino Acid Requirements 
R. A. Harte and J. J. TRAvers. Science [Science] 105, 
15-16, Jan. 3, 1947. 3 refs. 


_ From the amounts of protein of milk, soya flour, and 
white flour needed by adult women for nitrogen balance 
(Becker et al., J. Nutrit., 1945, 30, 260) amounts of 
individual amino-acids needed are calculated on the lines 


of Stare (Ann. Rev. Biochem., 1945, 14, 431). The 


biological value of proteins is determined by their content 
of essential amino-acids. Limiting factors are lysine and 
tryptophane (white flour) and cystine and methionine 
(soya flour). J. R. Marrack 


21. Parenteral Nutrition. II. The 
Emulsified Fat given Intravenously 

J. M. McK ussin, R. M. Ferry, and F. J. STARE. Journal 
of Clinical Investigation [J. clin. Invest.] 25, 679-686, 
Sept., 1946. 4 figs., 15 refs. 


Four adult dogs (weighing 15 to 19 kg.) were given 
orally a ration adequate in all respects except in calorie 
value. The intake was regulated to furnish a constant 
calorie value, and was just sufficient to maintain weight. 
Daily infusions of a 15% emulsion of coconut oil stabilized 
with soya-bean phosphatides with or without 2°8% 
cholesterol were given into a leg vein. When the chole- 
sterol-oil emulsion exactly replaced the orally administered 
oil and the oral ration had maintained a constant weight, 
the weight was maintained or even increased over 16 
days. When after reversion to the oral ration only a 
slightly increased calorific infusion was reinstituted, an 
increase in weight and nitrogen retention occurred. 
After 27 days the animal refused the food. At this 
time (eighty-ninth day) the plasma cholesterol was 
476 mg. per 100 ml., of which 258 mg. was esterified. 
Bromsulphalein elimination was impaired, but pro- 
thrombin time and plasma alkaline phosphatase values 
were normal. The infusions were discontinued and the 
animal was given a milk diet; in 10 days the plasma 
cholesterol fell to 268 mg. per 100 ml., ester cholesterol 
being 134 mg. The dog was given the oral ration ad 
libitum for 6 weeks, then a commercial dog ration. After 
5 months it was killed; no naked-eye changes were 
visible. Microscopical examination revealed granu- 
lomatous lesions with some healed scars in the lungs and 
intracellular and extracellular haemosiderin but no fatty 
infiltration of the liver cells. 


Utilization of 


Daily infusions of cholesterol-oil emulsions to an: 


animal restricted in calorie intake caused a progressive 
gain in weight over 44 days, when the animal suddenly 
refused food and its weight fell. By the forty-eighth day 
of infusion plasma cholesterol reached 432 mg. per 
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100 ml., ester cholesterol 218 mg., with alkaline phos- 
phatase slightly above normal. No fat was excreted into 
the gut. At necropsy small granulomatous lesions were 
found in the lungs and spleen and the reticulo-endothelial 
cells exhibited fat phagocytosis. Although fat content 
of the liver reached 42-3% (normal 10 to 20%) no fatty 
infiltration of the liver cells was noted. Bile showed a 
thirtyfold increase over the normal in cholesterol con- 
tent. Intravenous oil-emulsion gave a similar result. 
After 60 daily infusions of an average of 273 ml. emulsion, 
equivalent to 22 calories per kilo body weight, plasma 
cholesterol was 288 mg. per 100 ml., ester cholesterol 
214mg.; the gain in weight was more than a kilogramme. 
Complete analysis of the carcasses of two animals dis- 
closed that the minimal total oil unaccounted for and 
therefore presumably metabolized was 724 g. where 
1,685 g. had been infused and 1,562 g. where 2,455 g. had 
been infused. C. C. N. Vass 


22. Skim Cheese as an Indispensable Food for the 
Poor in Egypt 

M. M. T. Ex-Katis. Nature [Nature, Lond.] 158, 747- 
748, Nov. 23, 1946. 


Skim cheese (prepared from skimmed milk to which 
may be added whey, skim or whole milk) forms an 
indispensable protective food for the poor in Egypt. 
This is on account of its high nutritive protein, casein 
(average 166%), calcium (0-29%), phosphorus (0-28%), 
and small amounts of vitamins. It lacks some of the 
vitamins through partial removal of fat, but the average 
fat content (4-16%) is still higher than in cottage cheese. 

R. Wien 


23. The Baking Quality of Dried Egg 

D. W. Grover and J. R. HAWTHORNE. Chemistry and 
Industry (Chem. Ind.| 458-462, Dec. 28, 1946. 8 figs., 
9 refs. 


The most important qualities which bakers look for 
in egg products destined for cake-making are the inability 
to form a rigid jelly when heated above the coagulation 
point, and their capacity to make a good foam or 
“beat ’’ when agitated with air. The former depends 
closely on the solubility of the protein; a variable pro- 


portion of the protein of eggs becomes denatured and 


insoluble on drying and storing, and the value of dried 
eggs for cake-making will be correspondingly reduced. 
The solubility of the protein does not bear any simple 
relation to the “ beat”’ of dried eggs; a good “ beat” 
is found only in association with a high solubility, but a 
high solubility does not necessarily mean a good “ beat ”’. 
The only dried-egg product with a “‘ beat ’’ approaching 
that of fresh eggs is one in which sugar is added to the egg 
before drying. Cake-making tests with different batches 
of dried eggs have been carried out. The best sponge 
cakes were made with sugar-dried egg, but when ordinary 
dried egg was used the sponge cake was improved by 
whisking the egg and sugar at a rather higher temperature 
than bakers usually employ. For Madeira cakes the 
“ beat’? of the egg used was not important, whereas the 
solubility was. Sugar-dried egg was no better than 


ordinary varieties. Madeira cakes made with the best— 
that is, the most soluble—dried egg were only very slightly 
inferior in volume and texture to those made with shell 
egg. A pound cake made either with or without baking 
powder was always noticeably better when made with 
sugar-dried egg than when ordinary spray-dried egg was 
used, the explanation being that the former retains its 
solubility better. S. J. Cowell 


24. The Influence of Caloric Restriction on Plasma 
Protein, Hemoglobin and Hematocrit Values in the Rat 

Z. B. MILLER, M. FRIEDMAN, and H. J. DEve!. American 
Journal of Physiology [Amer. J. Physiol.) 147, 423-427, 
Oct., 1946. 10 refs. 


Young rats, 21 days old, in groups of 50 were put on 
each of six diets of varying fat content, the total caloric 
values being restricted and only just sufficient to ensure 
survival for 12 weeks with minimal gain in weight. 
Other groups of rats were given similar diets unrestricted 
in quantity. After 12 weeks heparinized blood was 
collected by heart puncture and the specific gravity of 
the whole blood and plasma was determined by the copper 
sulphate method. From these figures the haemoglobin, 
haematocrit, and plasma protein values were calculated 
according to equations given in the text. In confirma- 
tion of the results of other investigators, it was demon- 
strated that the haemoglobin, haematocrit, and plasma 
protein values were lower in very young rats than in adults. 
Restriction in caloric intake over 12 weeks resulted in 
subnormal values corresponding with those of rats of 
similar size rather than those of the same age. Variation 
in the fat content of the diet did not cause any striking 
effect on these values. L. J. Davis 


25. Investigations on the Fat Absorption in the Intestine. 
The Presence of Fatty Acids as Soaps in the Intestinal 
Content and their Absorption as Phospholipids. [In 
English] 

K. ScHMIDT-NIELSEN. Acta Physiologica Scandinavica 
[Acta physiol. scand.|) Suppl. 37, 1-83, 1946. 8 figs., 
87 refs. 


The experimental work on the mechanism of intestinal 
absorption of triglycerides is reviewed and discussed. 
A technique for the extraction of lipids from small tissue 
samples (10 to 100 mg.) is described. It was possible, by 
the use of the micro-analytical technique previously 
described by the author (C. R. Lab. Carlsberg, Sér. chim., 
1942, 24, 233; 1944, 25, 97), to carry out differential 
chemical analysis and estimation of radioactive material 
on aliquot parts from the same sample. The probable 
errors in the various estimations were between +1% 
and +5%. Investigations to determine the proportion 
of fatty acid present in the form of soap at various pH 
levels are detailed. It is concluded that at pH 7 14%, 
and at pH 6 5%, of oleic acid was present assoap. When 
sulphonic acid was added the proportion rose to 25% 
and 10% respectively. It is suggested that fatty acid may 
be absorbed from the intestine in the form of soap, even 
though the reaction is acid. 

From analysis of the total small intestine and different 
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parts of the intestine no marked differences were found 
in the lipid phosphorus fraction during fat absorption as 
compared with fasting controls. There was, of course, a 
great increase in the fatty acid content in the animals 
absorbing fat. The possibility that phospholipid may 
be formed and removed at approximately similar rates 
in the intestine during fat absorption was studied, with 
radioactive phosphorus. When oleic acid was placed 
in isolated intestinal loops and P*? was injected intra- 
cardially a significant increase in the radioactivity of 
phospholipids was found in the intestinal loops con- 
taining oleic acid, as compared with control loops or 
intact intestine. If phlorhidzin was injected with the 
oleic acid into isolated intestinal loops no significant 
change in the formation of new phospholipids was 
detected. The amount of phlorhidzin used in these 
experiments was sufficient to cause marked interference 
with glucose absorption. No difference in the rate of 
phospholipid formation was found between glucose- 
absorbing and non-absorbing intestine. The possible 
origin and significance of phospholipid formation in the 
intestine are discussed. From the evidence submitted 
it seems unlikely that any large amount of phospholipid 
was being transported away from the intestine at a rapid 
rate, or that the phospholipids were formed to any great 
extent in the intestine directly from serum phosphorus. 
[The experiments described in this monograph are a 
valuable contribution to our knowledge of the fat- 
absorption mechanism. It would be interesting if 
similar studies could be carried out on animals receiving 
less restricted materials, since it can be shown that 
different biochemical and histological results follow the 
administration of fat alone as compared with the 
administration of fat with other substances. On general 
grounds one might regard the administration of large 
doses of one triglyceride or one fatty acid as being rather 
far removed from the normal physiological conditions of 
fat absorption.] A. C. Frazer 


26. The Influence of Feeding on the Effects of Hepatic 
Anoxia on the Respiration of Liver Slices in Vitro 

A. E. WiLHeLmi, M. G. ENGEL, and C. N. H. Lona. 
American Journal of Physiology [Amer. J. Physiol.) 147, 
181-190, Sept., 1946. 3 figs., 14 refs. 


In fasting eviscerated rats in which the blood supply 
to the liver is provided only by the hepatic artery, occlusion 
of the artery for increasing periods leads to an increasing 
depression of the rate of oxygen uptake by the liver. 
The rate of recovery is inversely proportional to the 
length of occlusion. It is suggested that the rate of 
oxygen uptake of the liver tissue provides an estimate of 
the general level of hepatic function. 

It was found that the rates of respiration of liver tissue 
were less seriously depressed in fed rats that in fasting 
rats. The experiments demonstrate that resistance to 
anoxia depends on at least two factors—the availability 
of glucose or glycogen during the period of anoxia, and 
the volume of blood flow before the blood supply is cut 
off. The ample supply of carbohydrate is not the only 
alimentary factor, for it does not achieve so high an 
oxygen intake by the liver as does feeding a complete 
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diet; dl-methionine is also effective, but less so 
glucose. In fed and fasting rats the relative proportions 
of the major foodstuffs catabolized by the liver are 
different. In fasting rats fat is the chief and Perhaps 
the only substrate oxidized, whereas in fed rats it ig g 
minor one. There is therefore a greater accumulation 
of free fatty acids in the. liver of fasting animals. If, ag 
has been suggested by the recent work of Lehninger, free 
fatty acids inhibit liver respiration, this effect may be 
expected to be greatest in anoxic animals. In the experi. 
ments in which fat was given, recovery of liver respiration 
after anoxia was smaller than in any other feeding 
experiments. 

[From the practical point of view this work demon. 
strates the importance of the rapid recovery of liver 
function in states of anoxia such as shock. Any means 
of assuring increased gastro-intestinal activity, and thus 
increased blood flow to the liver, may be beneficial.] 

Raymond Greene 


27. Taste and Selection of Food in Hypoglycaemia 

W. Mayer-Gross and J. W. WALKER. British Journal 
of Experimental Pathology [Brit. J. exp. Path] N, 
297-305, Oct., 1946. 2 figs., 9 refs. 


A series of 100 physically healthy patients, aged 17 to 
45 years, who were undergoing Sakel’s insulin therapy 
for early schizophrenia were tested for self-regulation 
during different stages of hypoglycaemia. It was con- 
sidered that their mental illness would not interfere with 
the experiment. The subjects were asked to sip five 
colourless liquids, to describe their taste, and to select 
one of the liquids for a long drink. The replies and any 
special reactions were noted and the subject’s blood 
glucose was determined. The test liquids were water, 
5% sucrose, 30% sucrose, 0°5% sodium chloride, and a 
saccharin solution the sweetness of which was the same 
as that of 30% sucrose. The authors made 202 experi- 
ments on the 100 patients, whose blood glucose levels 
varied from 20 to 85 mg. per 100 ml. 

When the blood glucose level was below 50 mg. per 
100 ml. the 30% sucrose solution was selected, but at 
higher glucose levels it was rejected. The judgment of 
sweetness for 5% sucrose and saccharin was also related 
to the blood glucose level. Saccharin was rejected in 
favour of 30% sucrose when the blood glucose level was 
below 50 mg. per 100 ml. Loss of water and chlorides 
during hypoglycaemia and the addition of odoriferous 
extracts (peppermint, “* strawberry ”’, aniseed, cinnamon, 
and clove) to the test solutions, did not influence the 
selection of 30% sucrose by hypoglycaemic subjects. 
The results are in agreement with the theory of self- 
regulation (Richter, Schmidt, and Malone, Bull. Johns 
Hopk. Hosp., 1945, 76, 192). The mechanism of the 
subject’s reactions is discussed in terms of the physiology 
of taste perception. J. E. Page 


28. Experiments on Liver Sympathin 

J. H. GADpuM and L. G. Goopwin. Journal of Physio- 
logy [J. Physiol.) 105, 357-369, Jan. 15, 1947. 8 figs., 
24 refs. 
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VITAMINS 


29. Further Observations on a Vitamin-C Survey of 
Medical Students 

M. P. DurHAM, G. E. Francis, and A. WORMALL. 
Lancet [Lancet] 2, 936-940, Dec. 28, 1946. 


Further tests on saturation of subjects with vitamin C 
by the method of Harris and Abbasy (Lancet, 1937, 
2, 1429) were carried out on students of St. Bartholo- 
mew’s Hospital Medical College. Previous tests have 
been reported (Harrison, Mourant, and Wormall, 
St. Bart’s Hosp. J., 1939, 46, 224; Francis and Wormall, 
Lancet, 1942, 1, 647). The average number of test 
doses required to saturate students were: November, 
1943, 1-8; February, 1944, 3-1; May, 1944, 3-1. These 
values are similar to those found in June and July, 
1941, but higher than those found in 1939 and 1940. 
There was evidence that some effect of saturation in 
February persisted in May. No correlation was found 
between the occurrence of hyperkeratosis of hair 
follicles at the back of the thigh and the degree of 
“ unsaturation ”’ with ascorbic acid. 

J. R. Marrack 


30. A Note on the Effect of Nicotinic Acid on the 
Growth of the Testes and Seminal Vesicles in Immature 
Male Rats 

R. W. Hawker. Australian Journal of Experimental 
Biology and Medical Sciences {Aust. J. exp. Biol. med. Sci.] 
24, 251-252, Sept., 1946. 4 refs. 


The daily injection of sodium nicotinate (25 mg.) into 
immature male rats resulted in a significant decrease in 
the weights of the testes and seminal vesicles. 

J. Yudkin 


31. The State of Vitamin A in Human Serum 

H. Hocu and R. Hocu. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 27, 316-328, Oct., 1946. 
18 refs. 


The distribution of vitamin A as alcohol and ester in 
normal human serum and in serum obtained under con- 


ditions in which the vitamin-A level was temporarily ' 


raised was studied. One millilitre of the serum (or 
plasma) was extracted by a modification of Skurnik and 
Suhonen’s method (Z. Vitaminforsch., 1939, 8, 316) and 
examined for total vitamin A. A similar extract from 
2 to 4 ml. of serum was dissolved in n-hexane and 
chromatographed on a small alumina column in order 
to separate the vitamin-A alcohol from its esters. The 
alcohol appeared on the upper part and the esters on the 
lower part of the column. The fractions were examined 
colorimetrically for vitamin A. 

Between 10 and 17% of the vitamin A in 14 samples of 
normal sera was present in the ester form. There was no 
indication of a sex variation. The ester level in the serum 
from a normal male subject remained constant over a 
period of 1 year. The vitamin-A alcohol level of the 
serum increased in 3 patients after parturition, but there 
was no change in the ester level. Similarly, oral doses 
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of 60 ml. of ethyl alcohol raised the vitamin-A alcohol 
level by about 15%, but did not affect the ester level. 
Smaller doses of ethyl alcohol had only a slight affect on 
the vitamin-A level, suggesting that the smallest effective 
dose of ethyl alcohol is between 20 and 40 ml. An 
oral dose of either halibut-liver oil containing 100,000 i.u. 
of vitamin-A esters or of butter containing 48,000 i.u. 
of freshly prepared vitamin-A alcohol increased the ester 
fraction of the serum. The large vitamin-A alcohol dose 
also produced a delayed rise of about 12% in the alcohol 
level of the serum. J. E. Page 


- 


32. Stability of Carotene in Dehydrated Carrots 
Impregnated with Antioxidants 

T. E. Werer and C. R. STockInG. Science [Science] 
104, 437-438, Nov. 8, 1946. 4 refs. , 


When carrots are dried their carotene goes into 
solution in droplets of oil, and on storage the pigment 
undergoes oxidative changes concurrently with the oil. 
Tests have been carried out to determine whether the 
rate of pigment breakdown could be retarded by the use 
of suitable anti-oxidants. Sliced summer-harvested 
carrots were bleached for 5 minutes in steam, soaked for 
5 minutes in a solution of the anti-oxidant, dried at 60° C., 
then ground and stored, either for 4 months at room 
temperature or for a week at 40°C. Of the 30 substances 
or mixtures of substances tested, the most satisfactory 
was a combination of 0-1% of pyrogallol with 0-1% of 
sodium thiosulphate. Carrots treated with these reagents 
had retained 79% of their pigment after having been dried 
and stored for 4 months. The colour and smell of the 
product at the end of this period were good; no report 
on the taste was available. One sample of dried carrots 
was stored for 8 weeks at 4° C. without any loss of pig- 
ment; the temperature was then raised to 40° C., and the 
rate of disappearance of pigment was much greater than 
in samples stored at 40° C. immediately after preparation. 

S. J. Cowell 


33. A Toxicity Study of Thiamine Hydrochloride 
T. J. HALEY and A. M. FLEsHER. Science [Science] 104, 
567-568, Dec. 13, 1946. 9 refs. 


Thiamine (aneurin) is not commonly regarded as a 
toxic substance, but deaths after injection of it into human 


beings are occasionally described. It has been shown that 
rabbits can be killed by the intravenous injection of about 
126 mg. per kilo body weight, death resulting from a 
direct effect on the respiratory centre. The dose re- 
quired to kill a rabbit after a preliminary sensitizing dose 
is much increased. Thus, when a second injection was 
made a week after the injection of 100 mg., a dose of 
about 238 mg. per kilo body weight was needed to kill 
the animal. It does not therefore seem necessary to 
postulate that deaths in man which occur after repeated 
injections are due to anaphylaxis. S. J. Cowell 


34. Vitamin B (Thiamin) Content of Indian Foodstuffs 
M. SWAMINATHAN. Indian Journal of Medical Research 
[Indian J. med. Res.] 34, 289-297, Oct., 1946. 18 refs. 
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35. Adrenalectomy and Replacement Therapy in 
Lactating Rats. II. Effects of Deoxycorticosterone 
Acetate on Lactation in Adrenalectomized Rats 
A. T. and S. J. Journal of Endocrinology 
[J. Endocrinol.] 5, 14-23, Feb., 1947. 4 figs., 15 refs. 


Inhibition of lactation, which many workers have 
found to occur after adrenalectomy, was measured on 
uniparous animals 44 to 5 months old, and kept on a 
stock diet containing 04% Na,O and 0-95% K,O 
supplemented by cows’ milk ad lib. and raw liver twice 
weekly. Adrenalectomy or a sham operation was per- 
formed on the fourth day of lactation, and the degree of 
inhibition of lactation was estimated from survival data 
and the daily increase in total weight of the litter. 

Experiments carried out on a group of 27 sham- 
operated rats (212 pups) and 27 adrenalectomized rats 
(204 pups) gave on the sixteenth day, that is, at the end 
of the period when the young are blind and solely depend- 
ent on the mother—survival figures of 97 and 88%, 
whereas at weaning on the twentieth day they were 
95-5 and 44:5% respectively. The weight of the young 
of the experimental rats was approximately 50% of that 
of the controls. Thus the effect of adrenalectomy in 
these experiments was not as severe as that found by 
Gaunt et al. (Endocrinology, 1942, 31, 84). Unpublished 
results of survival experiments on adrenalectomized rats, 
and the fact that 1 unit of adrenotrophin daily (contain- 
ing 32 sudanophobic units) did not improve lactation in 
the operated rats, led the authors to conclude that their 
results were not due to the presence of accessory adrenal 
tissue in the rats. The mean litter weights of 45 pups 
of 6 untreated controls and of 48 pups of 6 rats given 
adrenotrophin were respectively 10-3 and 10-4 g. (fourth 
day); 32-2 and 30-9 g. (sixteenth day); 43-1 and 41-6 g. 
(twentieth day). The corresponding figures for adrenal- 
ectomized rats were (6 mothers with 44 pups) 10-2, 17-0, 
and 22-5 g. (22% surviving on the twenty-first day), and 
for 7 receiving adrenotrophin (54 pups) 9-8, 15-8, and 
19-4 g. (25% surviving by the twenty-first day). The 
degree of inhibition varied from test to test, a negative 
correlation being found between the lactational per- 
formance of the controls and the degree of failure after 
adrenalectomy. In a group of 9 control rats the litter- 
growth index was 16-7 g. per day, while in the 9 rats 
operated on the index was 6-7 g. per day; and whereas 
in another group of 6 control rats the litter-growth index 
was 13-7 g., in the 6 experimental rats it was only 3-7 g. 

Improvement in lactation in adrenalectomized rats 
found in a previous experiment Was confirmed when 
0-1, 1-0, and 3-0 mg. per day of desoxycorticosterone was 
injected subcutaneously from the fourth to the twentieth 
days, there being a graded relation between dose and 
response. Sham-operated and untreated adrenalecto- 
mized controls were observed at the same time and the 
results are given in the table. Thus the highest dose of 
desoxycorticosterone raised the lactation of adrenalecto- 
mized rats to approximately 60°% of that of the controls. 
No explanation has yet been found for the fact that the 
response to 3-0 mg. varied directly with the degree of 
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lactational inhibition while that to 0-1 mg. varieg 
inversely. 


Daily dose of Litter-growth indices Response 
desoxycorti- (g./day) 100(c—5 
costerone 
acetate Control |Untreated| Treated a—b 
(mg.) rats (a) | rats (6) \group (c) y 
0-1 16-7 6:7 9-4 27-0 
0-1 15-3 5-9 7:5 17-0 
1-0 16-7 6-7 11-5 48-0 
1-0 15-3 5-9 10-3 46:7 
3-0 15-3 5-9 11-5 59-6 
3-0 13-7 3°7 11-5 68-0 
3-0 12-2 Very 12-3 c100-0 
small 
S. A. Simpson 
36. Adrenalectomy and Replacement Therapy in 


Lactating Rats. III. Effects of Deoxycorticosterone 
Acetate and 11-oxygenated Cortical Steroids on Lactation 
in Adrenalectomized Rats Maintained on Stock or High- 
protein Diets 

A. T. Cowre and S. J. Fottey. Journal of Endocrinology 
[J. Endocrinol.] 5, 24-31, Feb., 1947. 3 figs., 10 refs. 


17-hydroxy-11-dehydrocorticosterone (compound B) 
and 11-dehydrocorticosterone (compound A) are chiefly 
concerned with the regulation of protein and carbo- 
hydrate metabolism, whereas desoxycorticosterone is 
responsible for the maintenance of electrolyte balance, 
The possibility that the differences between the results 
obtained by Gaunt et al., who found the 11-oxygenated 
cortical steroids more effective, and those of the authors, 
who found desoxycorticosterone more effective in 
improving lactation in adrenalectomized rats, are due to 
dietary factors is investigated. The tests were done on 
groups of 6 rats with 40 to 48 pups kept either on a stock 
diet with 20% protein (diet 5) or on a high-protein diet 
with 50% protein (diet 253). Adrenalectomy or a sham 
operation was done on the fourth day of lactation, and 
rats receiving replacement therapy were given daily 
subcutaneous injections from the fourth to the twentieth 
day. 


A high-protein diet exerted an unfavourable effect on. 


lactation of control rats, but not on that of adrenalecto- 
mized rats, as can be seen from Table I. 


TABLE 


Adrenalectomized 


Control rats 
Tats 


Diet 5 |Diet 253 | Diet 5 |Diet 253 
Mean weight of 
litters: 
On 16th day. g. | 23-6 g. | 160g. | 14-4. 
.. | 420g. | 310g. | 210g. | 17-68. 
Percentage surviva 
rate: 
On 16thday... 98 100 61 94 
98 100 35 26 
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A slight improvement in lactation was found after 0-5 mg. 
per day of compound A, but the response of rats on the 
stock diet was better than that of rats on diet 253 (see 
Table I). The effect of 0-47 mg. per day of compound E 


TABLE II 


Diet 5 
16th 


Diet 253 
4th | 16th | 2Ist 


Day: 


Mean weight of 
litters 

Percentage sur- 
vival rate 


18-2 g. 
96 


9-9 g.| 16-0 g.| 17-5 g. 


100 100 | 90 42 


on rats on diet 253 was much the same (Table III). In 


TABLE IIl 


4th day | 16th day | 21st day 
9-7 g. 16°8 g. g. 
80 70 


Mean weight of litters 


Percentage survival rate 100 


a previous experiment higher doses of these two com- 
pounds were ineffective. The results with twice-daily 
injections of 375 ml. of adrenal cortex extract were as 
shown in Table IV. Not one of these compounds was 


TABLE IV 


Diet 5 
4th | 16th | 2Ist 


Diet 253 
16th 


Day: 4th 21st 


Mean weight of 
litters 

Percentage sur- 
vival rate 


9-8 g.| 16-6 g. 
100 | 100 


17-6 g. 
90 


10-5 g.| 20-0 g.|25-9 g. 
100 | 100 | 96 


as efficient as desoxycorticosterone acetate when given at 
a dose level of 3-0 mg. per day (see Table V). There was 


TABLE V 


Diet 5 
16th 


Diet 253 
16th 


Day: | 4th 2Ist | 4th 21st 


Mean weight of 
litters 
Percentage sur- 

vival rate 


10-1 g.| 25-5 g. 
100 | 100 


34-0 g. 
98 


9°5 g. 
98 


98 


29:2 g. 
98 


no real-difference in response in rats kept on the stock 
or the high-protein diet. These results are confirmed by 
comparing the litter-growth indices and the response 
100 (c—h) 
a—b 
b, and c are the litter-growth indices for control, untreated 
operated, and treated operated rats. The figures in the 
various treatment groups are given in Table VI. 


calculated according to the formula , where a, 


TABLE VI 


Diet 5 


Litter- 
growth 
indices 


Diet 253 


Litter- 
growth 
indices 


Response Response 


Controls 

Adrenalectomized 
untreated 0 0 

Desoxycorticosterone 


13-7 ans 


acetate 


78% 
Compound > 


69-6% 
33% 


10-:2% 
” 10-2% 
Adrenal cortical ex- 

tract 


43% 


Examination of the weights of the mothers showed that 
only the sham-operated controls and those receiving 
desoxycorticosterone acetate gained weight. The mean 
differences in weight on diets 5 and 253 respectively were: 
controls, +-8-8 g. and +-6°7 g.; adrenalectomized con- 
trols, —9-1 g. and —10-5 g.; desoxycorticosterone ace- 
tate, 16:3 g. and 22:5 g.; compound A, —8°8 g. and 
—11-3 g.; and adrenal cortex extract, —0-4 g. and 
—0-9 g. The authors conclude that inhibition of lacta- 
tion after adrenalectomy cannot solely be due to 
disturbances in carbohydrate and protein metabolism. 

S. A. Simpson 


GENITO-URINARY SYSTEM 


37. Adenosine’ Triphosphate in Mammalian Sperma- 
tozoa 

I. I. IvANov, B. S. KaAssAvina, and L. D. FOMENKo. 
Nature [Nature, Lond.] 158, 624, Nov. 2, 1946. 6 refs. 


Adenosine triphosphate isolated from pig spermatozoa 
causes contraction of actomyosin threads (prepared 
according to the method of Szent-Gyérgyi) by 40 to 60% 
in a saline medium, in the presence of potassium and 
magnesium salts. In this respect it resembles adenosine 
triphosphate isolated from muscle. Motility is not 
restored to spermatozoa from the epididymis, which have 
lost their motility under anaerobic conditions, when a 
solution of muscle adenosine triphosphate is added. In 
the experiments described this was usually done in the 
presence of monobromacetate, which does not interfere 
with dephosphorylation of adenosine triphosphate but 
blocks anaerobic decomposition of carbohydrates and 
the formation of lactic acid. S. A. Simpson 


38. Action of Prostatic Secretion on the Motility and 
Metabolism of Spermatozoa 

I. I. IvANov and B. S. KassavinA. Nature [Nature, 
Lond.] 158, 624-625, Nov. 2, 1946. 3 refs. 


The effect of the prostatic secretion of dogs on the 
motility of spermatozoa was studied under aerobic and 
anaerobic conditions (in the presence of cyanide). The 
results agreed with those found by Ivanov and Huggins, 
but a prolonged effect under anaerobic conditions could 
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be obtained only with the addition of some carbohydrate 
as a substrate for glycolysis. The authors conclude that 
the effect of prostatic secretion is to increase the utiliza- 
tion of energy produced by aerobic and anaerobic 
processes. Heating to 100° C. destroys this effect, which 
is species-specific. S. A. Simpson 


NERVOUS SYSTEM 


39. The Effects of Several Local Anesthetics on the 
Resting Potential of Isolated Frog Nerve 

A. L. Bennett and K. G. CxHinsurG. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 88, 72-81, Sept., 1946. 2 figs., 10 refs. 


The isolated sciatic nerve of the green frog (Rana 
pipiens) was exposed to solutions of various local 
analgesics and the resting and demarcation potentials 
were measured. The resting potential is defined as the 
potential at the surface of any portion of the intact living 
cell in relation to the remaining surface; the demarcation 
potential (=injury potential) is the potential of the 
intact living surface of the cell in relation to the interior. 
After experiments with unanaesthetized nerves a control 
curve was constructed relating demarcation potential and 
time which could be used to discriminate between 
satisfactory and unsatisfactory nerve preparations. It 
was also used to calculate the change in demarcation 
potential which might be expected during the period when 
' a short length of the nerve was exposed to an anaesthetic 
solution. 

The nerve was suspended under the electrodes in a 
moist cabinet previously described (Bennett ef all., 
J. Pharmacol., 1942, 75, 125). The stimulating and 
recording apparatus is described and illustrated. The 
extent of block was followed by means of the action 
potential. The analgesics used to measure demarcation 
potentials were: cocaine, procaine, intracaine ”’, boro- 
caine’, “ monocaine”, “* pontocaine”’, “‘ metycaine”’, 
“ nupercaine “ naphthacaine”’, y-phenyl-y-hydroxy- 
B-dimethylaminopropyl benzoate, -diethylamino- 
ethyl trans-a-ethylcinnamate, $-(N-methyl-N-pheny]l- 
ethylamino)-ethyl carbanilate, and y-diethylaminopropyl 
phenylurethane; for resting potentials cocaine, procaine, 
** pontocaine ’’, and f-eucaine lactate were used. In no 
instance was there a drop in either resting or demarcation 
potential greater than 1 mV. during short periods of 
anaesthetic block, ranging from 44 to 95%. It is con- 
cluded that a considerable variety of local analgesics 
block conduction in a substantial proportion of fibres 
without producing depolarization; this conclusion con- 
firms the observations of Bishop (J. cell. comp. Physiol., 
1932, 1, 177) with amyl alcohol and cocaine. It is 
inferred that analgesics tend to stabilize conditions about 
the cell membrane, thus preventing the phasic shifts 
normally associated with conduction. H. R. Ing 


40. Frequency Analysis of Electroencephalograms 
F. A. Gipps and A. M. Grass. Science [Science] 105, 
132-134, Jan. 31, 1947. 


14 refs. 
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41. Centrifugal Functional Deterioration of Asphyxj. 
ated Motor Nerve within the Neural Axis 

R. A. Groatand H. Koenic. Journal of Neurophysiology 
[J. Neurophysiol.| 9, 463-469, Nov., 1946. 3 figs., 
7 refs. ; 


The intrabulbar part of the facial nerve in the cat was 
stimulated by electrodes at several fixed points. During 
asphyxia, functional deterioration, as shown by diminy-. 
tion in excitability, occurred first in the nucleus and 
proceeded distally along the nerve. Reference is made 
to a previous communication by the authors (J. Neuro. 
physiol., 1946, 9, 275) for a discussion of the basis of the 
gradient. E. F. McCarthy 


42. Influence of Soporific Substances upon the 
Restoration of the Function in the Blood-deficient Central 
Nervous System of Frog. Acute Tests. [In English] 
G. T. SAKHIULINA. Comptes Rendus [Doklady| de 
l’Académie des Sciences de TURSS [C.R. Acad. Sci. 
U.R.S.S.] 51, 725-728, 1946. 1 fig., 9 refs. 


The reflex excitability of the semitendinosus muscle 
to electrical stimulation of the peroneal nerve was tested 
in frogs in which the blood was replaced by Ringer- 
Locke solution with excess calcium (0-06% calcium 
chloride) added in order to prevent oedema; anaemia 
[? anoxia] was produced by clamping the aorta, and the 
muscle contractions were recorded every 15 minutes 
until their extinction. The frog was left, and after 1 hour 
the aorta was released, perfusion was resumed, and the 
return of reflex excitability was recorded. When 
urethane (2 mg.) was added to the perfusion fluid on 
releasing the aorta, the period of restoration of reflex 
excitability was reduced to about one-third (50 frogs) 
of that in controls (70 frogs); restoration was also 
complete and permanent, whereas in control frogs it 
was partial and transitory. Smaller or larger doses of 
urethane were less effective; hedonal was ineffective. 

H. R. Ing 


43. Influence of Soporific Substances upon the Restora- 
tion of the Function of Spinal Cord in the Case of Reflex 
Paralysis. [In English] 
E. V.Gurova. Comptes Rendus [Doklady] de I’ Académie 
des Sciences de ’!URSS [C.R. Acad. Sci. U.R.S.S.] 51, 
721-723, 1946. 2 figs. 


When a frog’s hind limb was stimulated electrically 
(80 volts) for 30 minutes a prolonged reflex paralysis of 
the limb occurred without obvious local injury and a 
progressive oedema of the whole body ensued. The 
average survival time of frogs so treated was 12-6 days 
(36 frogs), and only 33% regained completely the motor 
functions of the injured limb. The injection of urethane 
(2 mg. in 2 ml. of saline) prolonged the average survival 
time to 16-5 days (36 frogs), and complete restoration of 
the motor functions of the injured limb occurred in 76% 
of frogs. The restoration of skin sensibility lagged 
behind that of motor function but was favourably 
influenced by urethane. H. R. Ing 
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Pharmacology and Therapeutics 


44. A Contribution to the Pharmacodynamics and 
Therapeutics of Acetyl-5-bromosalicylic Acid 

J. C. KRANTZ, H. K. Iwamoto, and DE C. B. FARSON, 
Current Researches in Anesthesia & Analgesia (Curr. Res. 
Anesth.] 25, 221-226, Nov.—Dec., 1946. 3 figs. 


Compared with acetylsalicylic acid (aspirin), acetyl-5- 
bromosalicylic acid (bromoaspirin) hydrolyses twice as 
fast in vitro at body temperature, is more acutely toxic 
to rats and especially to mice, and is more‘toxic in pro- 
longed feeding tests to rats as judged by gain in weight. 
Rats receiving 0-5°{ bromoaspirin in the diet died. No 
pathological abnormalities were reported in rats or in 
2 monkeys receiving respectively 2 g. of aspirin and 2 g. 
of bromoaspirin every day for a week. Other workers 
in experiments on 9 subjects found bromosalicylic acid 
to be twice as efficient as aspirin in lowering the-threshold 
of pain caused by the radiations of a tungsten filament 
lamp on the forehead. In the authors’ laboratory (at 
the School of Medicine, University of Maryland) a 
comparison between placebos, codeine sulphate, aspirin, 
pethidine, and bromoaspirin on 20 subjects suggested 
slightly greater efficiency of bromoaspirin. A clinical 
trial, in which, over a period of 6 months, 300 persons 
received 10,000 capsules each of 0-3 g. of bromoaspirin, 
showed the drug to be an efficient analgesic. 

George Brownlee 


45. The Human Tolerance for Potassium 

N. M. KerrH and A. E. OsterBerG. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.) 21, 
385-392, Oct. 2, 1946. 3 figs., 16 refs. 


The authors have investigated in 5 normal subjects the 
effect of an oral dose of 5 g. of potassium bicarbonate 
on the concentration of potassium in the serum, on the 
electrocardiogram, and on renal function. A control 
experiment was carried out on 1 other normal subject 
who ingested an equivalent amount of sodium bicarbon- 
ate (4-2 g.). The control case showed no change in the 
serum potassium concentration, the blood urea, the total 
urea and potassium excretion in the urine at 34 hours 
after ingestion of the dose, or in the urea and potassium 
clearances. In 4 of the experimental cases the serum 
potassium rose by 2 to 4 mg. per 100 ml. at 45 to 90 
minutes after the dose. At 3 hours the concentration 
values began to fall, and at 8 hours had returned to 
within normal limits. In all the cases the blood urea 
remained unchanged, but the minute urine volume, the 
total excretion of potassium in the urine, and the 
potassium and urea clearances were increased. Electro- 
cardiographic recordings made at the time of the maximum 
concentration of potassium in the serum showed peaked 
T waves. Notoxiceffects were noted. Thus the ingested 
potassium had effects on the heart and kidneys when the 
serum concentration was high. The authors conclude 
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that these effects were caused by the diffusion of potassium 
into the cells of these organs. H. M. Adam 


ANTIBIOTICS 


46. Antibiotic Action from a Pharmacological Point 
of View. (Zur pharmakologischen Beurteilung der 
antibiotischen Wirkung) 

R. Meter. Schweizerische Zeitschrift fiir Pathologie und 
Bakteriologie [Schweiz. Z. Path. Bakt.] 9, 323-351, 1946. 
8 figs., 191 refs. 


From an extensive review of the literature the author 
has attempted to assess the mode of action of antibiotic 
and chemotherapeutic substances on a pharmacological 
basis. The usefulness of a compound should be corre- 
lated with its antibacterial activity and its animal toxicity. 
A more detailed examination would involve, in addition 
to the usual serial broth dilution tests, investigation of a 
dose-response curve and of the latent period of action 
on the pathogenic organisms with manometric estimations 
of their metabolism. For example, penicillin has a 
shorter latent period than the sulphonamides and is 
effective only when the bacteria are actively dividing. 

Assessment of the activity of a substance is usually 
based on its ability to cure laboratory animals infected 
with some particular disease, usually streptococcal 
infections for Gram-positive organisms and coliform 
infections for Gram-negative organisms. This involves, 
in addition to a determination of the therapeutic index 
by the administration of the compound by various 
routes, studies of blood concentration curves and of 
chronic toxicity. For local application it is necessary 
to ascertain the toxicity to leucocytes and tissue cells 
(fibroblasts). Values are given comparing the activities 
of different chemotherapeutic compounds against 
Staphylococcus aureus and Bacterium coli with their toxic 
action on leucocytes and fibroblasts. Penicillin is 
stated to be active against Staph. aureus at 10-7 and toxic 
to fibroblasts only at 10-*, whereas for acridine com- 
pounds the respective figures are 10-* and 10-®. Other 
considerations are the physico-chemical characteristics, 
such as solubility, dissociation constant, partition 
coefficient, and adsorption; but of more importance and 
interest are the figures on the antagonistic or inhibitory 
effect on enzyme systems. 


Inhibitor 
(I) 


p-aminobenzoic acid 
p-aminobenzoic acid 
Thiol group—SH- 
Thiol group—SH- 
Nucleic acid 
Nucleic acid 


Compound 
(I) 


Concentration 
(1/1 


Sulphanilamide 
Sulphathiazole 
As compounds 
Hg compounds 
Amino-acridines 
Diamidines 
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Although it is stated that antibiotics like penicillin and 
clavicin (patulin) are inhibited by cysteine, no mention 
is made of the specific inhibition of penicillin by penicil- 
linase. Finally, some figures are given for various 
antibiotics showing the relationship between their 
activity in vitro and their toxicity in the mouse. 


Antibiotic Activity | Toxicity 
Penicillin 10-8 2x 10-3 
Streptomycin 10-5 5 x 10-4 
Gramicidin 10-6 1 x 
Notatin 10-18 4x 10-7 
Actinomycin 10-6 2 «10-7 
Clavicin 1¢-s 410-6 


R. Wien 


47. On the Technique of Isolating Antibiotic Microbial 
Cultures from Soil. (O metoguke aHTH- 
6HOTHYECKHX MHKPOOHBIX KYJIbTyp H3 MO4BBI) 

V. I. ILyeENKo. Muxpo6nonorua [Microbiology, Mos- 
cow] 15, 223-227, 1946. 6 refs. 


This article deals with a simple, cheap, and quick 
technique of isolating antibiotic microbes from soil. 
The Vinogradski method is employed. Bacteria to be 
tested (staphylococcus) are sown on a dish with ordinary 
agar, and over it are inoculated clods of soil in physio- 
logical saline solution, 20 to 30 drops on every dish. In 
1 or 2 days some clods become covered with colonies of 
staphylococci, while on others retarded growth is noticed. 
These clods with the surrounding zone are transferred 
to new dishes with agar, and in 24 hours all the new 
colonies are taken off to make a pure culture. Six 
samples of soil from various parts of the U.S.S.R. were 
taken, from a depth of 1 to 3 metres, and put into a 
sterile dish and kept in a laboratory for 6 months. The 
bacteria to be tested were 4 strains of staphylococci. 
In 3 out of 6 samples growth was inhibited. Tempera- 
ture and length of incubation played an important part. 

The next step was to find out the mechanism of the 
antibiotic reaction. On dishes with sterile agar were 
placed previously sterilized sheets of cellophane on which 
were sown the cultures to be tested. After 1 to 4 days 
the sheets with the microbes were removed and on the 
exposed agar staphylococci were inoculated. Growth 
was observed only round the edges, while in the centre, 
where the antagonists developed, no growth or very weak 
growth was observed. Hence antagonists emitted some 
substance which had antibiotic properties. Some of 
these cultures already showed in 24 hours substances 
ready to inhibit growth of staphylococci, while others 
took 4 days or failed altogether to produce inhibitory 
agents. To define the action of this antibiotic substance, 
inoculation was done from plates with no growth of 
staphylococci on to a fresh medium. Some cultures 
gave a growth of staphylococci, and thus the action was 
bacteriostatic. In other cases growth was absent, and 
therefore the action was bactericidal. In order to prove 


the reverse action the cellophane experiment was repeated. 
Staphylococci were inoculated on to agar and then cello- 
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phane was placed over them and antagonists sown Over 
it. In some instances the growth of antagonists Was 
inhibited; it was never very pronounced. For antibiotic 
action mutual development of both microbial cultures jg 
necessary. With 5 of the most active antagonists, which 
always gave an inhibitory zone of | to 18 mm, 
author tried to follow the dynamics of the antibiotic 
development during growth. Fleming’s “ well ’’ method 
was used, as well as a method of mixing serial dilutions of 
centrifuged cultural fluids with agar, on which staphylo. 
cocci were later inoculated. A disadvantage of the first 
method is the difficulty in obtaining a uniform thickness 
of agar, which influences the diffusion of antibiotic 
solution. The second method was also not entirely 
successful, as the medium with staphylococci also gave 
a growth of antagonists. Neither method seems per. 
fect and should be used only as a basis for research, 

T. Guercken 


48. Pterygospermin: the Antibacterial Principle of 
Moringa pterygosperma, Gaertn. 

R. R. Rao, M. GeorGe, and K. M. PANDALAI. Nature 
[Nature, Lond.] 158, 745-746, Nov. 23, 1946. 4 refs. 


A new antibiotic, called pterygospermin, extracted 
from the roots of Moringa pterygosperma exhibits pro- 
nounced antibacterial activity against both Gram- 
positive and Gram-negative bacteria; the former inhibited 
at a dilution of about 1 in 75,000, and the latter at 1 in 
40,000. Mycobacterium phlei is also inhibited at a 
dilution of | in 30,000. R. Wien 


49. Factors Contributing to the Bacteriolytic Effect of 
Species of Myxococci upon Viable Eubacteria 

A. E. Oxrorp and B. N. SINGH. Nature [Nature, Lond, 
158, 745, Nov. 23, 1946. 5 refs. 


Myxococci (M. virescens) can be grown in a cell-free 
liquid medium of amino-acids with the production of a 
crude non-enzymic -antibiotic substance. The most 


active preparation obtained inhibited Staphylococcus . 


aureus at a concentration of 0-008°%; it had no proteolytic 
or bacteriolytic properties. During the growth of the 
myxococcus in suspensions of mostly non-viable eubacteria 
the antibiotic substance probably kills viable bacteria, 
rendering them susceptible to lysis by the exocellular 
enzymes previously formed by the myxococci. 

R. Wien 


50. An Antibacterial Substance from Arctium minus 
and Onopordon tauricum 
E. P. ABRAHAM, D. M. Crowroort, A. E. Josepx, and 
E. M. Osporn. Nature [Nature, Lond.] 158, 744-745, 
Nov. 23, 1946. 1 fig., 5 refs. 


The authors have isolated and identified an anti- 
biotic substance from the leaves of the plant Arctium 
minus Bernh. After extraction the antibiotic substance 
was obtained in a crystalline form. .A solution contain- 
ing 0-5 mg. per ml. of the crystalline substance in 10% 
aqueous ethanol gave a zone of inhibition of about 20 mm. 
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PENICILLIN 


when tested against Staphylococcus aureus by the cylinder- 
plate method. It was inactive against Bacterium coli. 
From x-ray crystallographic and other measurements the 
molecular formula was found to be C;gH240, (molecular 
weight=336). The substance contained one C-methyl 
up but no methoxyl. Its properties were compatible 
with a structure containing four double bonds of ali- 
phatic character, an ester group, and a lactone ring. It 
js not identical but probably isomeric with a similar 
substance isolated in America by Cavallito et al. (J. Amer. 
chem. Soc., 1945, 67, 948). R. Wien 


51. New Investigations on Notalysin, a Principle 
Distinct from Penicillin. (Nouvelles recherches sur la 
notalysine, principe distinct de la pénicilline) 

s. Hutter. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 76, 1138-1140, Nov. 2, 1946. 
3 figs., 19 refs. 


In this paper there is additional evidence to support the 
view that notalysin is different from penicillin, though 
both principles can cause lysis of Staphylococcus aureus. 
Penicillin produces lysis within 4 to 6 hours, whereas 
notalysin has a latent period of 18 hours or more, and 
sometimes as much as 24 to 48 hours. The investigation 
of the intensity and duration of lysis produced by media 
in which the mould has grown for different periods gives 
complex results which the author interprets as supporting 
her view. Notalysin is precipitated By acetone and 
alcohol, and is soluble in petroleum ether, ether, and 
chloroform; it is not destroyed by penicillinase and has 
no action on a pneumococcus which is believed to be 
penicillin-sensitive. Spontaneous lysis is occasionally 
seen in cultures of Staph. aureus, but it then occurs slowly 
and gradually and is incomplete, and can thus be 
differentiated from that produced by notalysin. 

J. M. Robson 
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52. Antibiotic Effects: an Experimental Study. 
Ill. Penicillium notatum Filtrates and Solutions of 
Penicillin. (De l’antagonisme microbien. Etude expéri- 
mentale. 3¢€ mémoire. Les filtrats de Penicillium 
notatum et les solutions de penicilline. La stabilité et le 
comportement de leurs propriétés antibiotiques a l’égard 
de certains agents physiques et chimiques (chaleur, 
formol)) 

G. Ramon, R. RicHou, and J. RAMON. Revue d’Immuno- 
logie et de Thérapie Antimicrobienne [Rev. Immunol.] 10, 
125-131, 1946. 16 refs. 


Crude filtrates of cultures of Penicillium notatum and 
solutions of sodium penicillin were kept under various 
conditions and subjected to heating, the addition of 
formalin, and combinations of both, to determine the 
effect on their stability. Crude Penicillium notatum 
filtrates keep fairly well both in the refrigerator and at 
room temperature; after 7 weeks in the refrigerator the 
activity had fallen to about a half, and after a similar 
time at room temperature to about a fifth. The effect 
of heating varies with the filtrate, but generally little 
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change in antibiotic activity is produced by heating for 
20 minutes at 100° C.; heating at 110° C. for 20 minutes 
may or may not reduce it, while heating for 20 minutes 
at 125° C. reduces it considerably. Commercial forma- 
lin 0-1% has little effect, and heating at 55° C. for half an 
hour after adding formalin seems to cause little change 
apart from slightly reducing the keeping properties. 
The addition of 0-03% commercial formalin to sodium 
penicillin solutions, with or without 5% gelatin, does not 
reduce their antibiotic activity, and the activity is not 
impaired by heating below 80° C. after the addition of 
formalin. Heating at 100° C. for half an hour destroys 
much of the activity. Addition of glycerol to sodium 
penicillin destroys most of the activity. 

The authors conclude that penicillin solutions (either 
crude or purified) may be sterilized by treatment with 
0-03% formalin and subsequent heating at 100° C. for 
half an hour, and that the solutions so obtained may be 
kept for about a month without much deterioration. 

C. L. Oakley 


53. Synergic Action of Penicillin and Bacteriostatic 
Dyes 

M. GeorGe and K. M. PANDALAI. Nature [Nature, 
Lond.] 158, 709-710, Nov. 16, 1946. 7 refs. 


By in vitro tests in broth the authors have confirmed 
the observations of previous workers that there is 
a synergistic action between penicillin and bacterio- 
static dyes. The minimum inhibitory concentrations 
for brilliant green, methylene blue, and gentian 
violet against Staphylococcus aureus were, respectively, 
1-75 x 10-*, 2 10-4, and 1-5 10-®. The concentration 
of penicillin alone was 0-015 unit per ml., but in the 
presence of the dyes the concentration was reduced to 
0-01 unit per ml. R. Wien 


54. Studies on the Physiology of the Penicillin- 
producing Moulds. I. The Production of Penicillin by 
Penicillium crustosum on Glucose-containing Media. 
I. O6pas0BpaHHe P, 
Crustosum Ha cpegax, rmioKo3y) 

L. M. Utkin. Muxpo6uonorua [Microbiology, Mos- 
cow] 15, 211-221, 1946. 21 refs. 


55. Colchicine Ineffective in Inducing Polyploidy in 
Penicillium notatum 

E. R. SANSOME and L. BANNAN. 
828-829, Dec. 7, 1946. 5 refs. 


Lancet [Lancet] 2, 


Treatment of a high-yielding strain of P. notatum 
(NRRL 1978B) with colchicine at a normal incubator 
- temperature of 24° C. and at a low temperature of 4° C. 
did not significantly affect the yield of penicillin given by 
the strains. An examination of spore size in fifty colonies 
from colchicine-treated cultures did not show any with 
spores of an increased size, such as might be expected to 
result from polyploids. Colchicine is therefore believed 
to be ineffective in inducing polyploidy in P. notatum.— 
[Authors’ summary.] 
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56. Ambiguous Inhibition of Staphylococci by Penicillin 
Inactivated with Penicillinase 

R. F. Hunwicke. British Medical Journal (Brit. med. J.] 
2, 855-856, Dec. 7, 1946. 


In the course of assaying penicillinase for penicillin 
sterility tests a 1 in 4 dilution of a penicillinase prepara- 
tion failed to inactivate 20,000 units of impure penicillin 
(700 to 800 units per mg.). The penicillinase was then 
tested on several batches of penicillin varying in potency 
from 1,000 to 1,600 units per mg., and in quantity from 
195 to 100,000 units. The penicillinase failed to act at 
the high and low levels of concentration of the impure 
penicillin, and at the low concentration only of the pure 
penicillin. The author concludes that impurities in 
samples of penicillin inhibit the action of penicillinase, 
and that at low concentration levels the relation between 
the concentrations of penicillin and of penicillinase is not 
linear. The implications of these findings in carrying out 
penicillin sterility tests are discussed. H. M. Adam 


57. Preliminary Report upon the Result of the Treat- 
ment of Mastitis in Dairy Cows with Penicillin 

K. D. DownuaM and G. J. Curistie. Veterinary Record 
[Vet. Rec.] 58, 475 and 476, Nov. 2, 1946, 


The authors report 75% success in the treatment of 64 
animals suffering from streptococcal mastitis by infusions 
of 30,000 units of penicillin into the udder at an interval 
of 24 hours. In most cases two infusions only were 
required but, in resistant cases, after 2 days’ remission 
the treatment was repeated for 2 successive days on two 
more occasions. The sodium salt (120,000 units) was 
dissolved in 400 ml. of sterile saline or sterile distilled 
water and placed in a wide-mouthed vessel, closed by a 
rubber stopper, carrying two metal or glass tubes. The 
shorter of these was connected to rubber pressure bellows 
used for inflation of the udder, and the longer to rubber 
tubing with a teat siphon. After milking, the teats were 
stripped, a sterile teat siphon was used for each quarter, 
and 100 ml. of solution was infused. A metal clip was 
attached to prevent the backflow of milk after completion 
of the infusion. Intermittent treatment eradicated a 
persistent infection (18 months) with Streptococcus 
agalactiae. Larger doses appear to be required in 
staphylococcal mastitis, while summer mastitis due to 
Corynebacterium pyogenes has not responded to penicillin, 
of which 25,000 units is now considered to be an effective 
and practical routine dose. Ernest T. Ruston 


58. Synthetic Media for Penicillin Production 
R. W. Stone and M. A. FARRELL. Science [Science] 
104, 445-446, Nov. 8, 1946. 3 refs. 


Asynthetic medium is described which has the advantage 
of containing less extraneous material and also shows 
more specifically the effect of chemical adjuvants. The 
following materials were found necessary for formation 
of penicillin. Minerals: phosphorus, sulphur, iron, 
potassium, magnesium, and zinc with a small quantity 
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of copper. The K/Na ratio should be greater than Unity 
Carbohydrate: lactose gave the best results. Organic 
acids: the best results were obtained with acetic acig 
Source of nitrogen: amino-acids and ammonium nitro. 
gen were required. It was found essential to keep the 
pH between 6°5 and 8-2 during the period of penicillin 
production. 

_ For surface growth the following basal medium was 
used: 4% lactose, 0-5% glacial acetic acid, 0-5% NH,NO,, 
0-1% KH,PO,, NaNOs, 0-025% MgSO,.7H,0, 
0:02% FeSO,.7H,O, 0:004% ZnSO,.7H,O, 0-0005Y 
CuSO,.5H,O. The pH was adjusted to 6-1 before 
sterilization giving a final pH of 5-6. The medium will 
grow penicillin to produce 50 Oxford units per ml. in 
7 to 10 days. The addition of 0-4% phenylacetic aciq 
improved the yield to 90 units, while the addition of both 
this and 0-1% cysteine gave from 120 to 150 units per ml, 
The chief difficulty with the medium is that slight 
differences in oxygen supply caused sufficient difference 
in sugar utilization to affect the pH in surface culture, 
and thereby showed differences in growth. 

The medium was adapted for submerged growth with 
small modifications. The pH should be kept below 
8-2 at the end of the first stage of growth by adding acid 
or using more buffer. During the second stage the pH 
must be above 6:5 and suitable adjustments can be made 
to achieve this. Cultures stirred and aerated in a bottle 
gave values of 160 units per ml., and after the addition 
of phenyl acetamide 0-025°% and leucine 0-05% the value 
could be augmented to 380 units per ml. 

The growth is slower than in corn steep media, and 
more careful adjustment of conditions is necessary. The 
yields are slightly lower but the resulting product is 
easier to purify and the medium is useful for research 
purposes. G. A. H. Buttle 


59. Studies on the Sensitivity of Gonococci to Penicillin 
and Sulfathiazole in Vitro. [In English] 

A. LUNDSTEEN and F. REYMANN. Acta Pathologica et 
Microbiologica Scandinavica [Acta path. microbiol. scand 
23, 379-383, 1946. 4 refs. 


The sensitivity to penicillin of 102 strains of gonococci 
was determined by in vitro examination. The gonococci 
were grown on a special ascites agar medium (oxbroth 
agar and ascites fluid, final pH 7-4), and the tests were 
made by the usual cup plate method. The penicillin 
concentrations varied between 0-25 and 2 units per ml., and 
it was found that there was a remarkable uniformity in 
the sensitivity of the strains to penicillin; none proved to 
be resistant. By a similar method the sensitivity of 
34 strains to sulphathiazole was determined, and with 
this compound a more variable effect was noted. 

R. Wien 


60. A Case of Agranulocytosis Occurring During the 
Course of Penicillin Therapy 


D. M. SPAIN and T. B. CLark. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 732-733, Oct., 1946. 


This is a report from the Bellevue Hospital, New York, 
of a case in which there is reason to suppose that penicillin 
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was responsible for agranulocytosis. The patient was a 
man, aged 54, with acute intestinal obstruction. The 
Jeucocyte count was 13,150 per c.mm. and 50,000 units 
of penicillin was given before an emergency caecostomy. 
After operation penicillin was continued in doses of 
20,000 units every 3 hours. On the day after operation 
a macular erythema appeared, which was considered as 
due to sensitivity to penicillin. Two days later the 
Jeucocyte count fell to 2,800 per c.mm. with 15% of 
neutrophils, and on the following day it was 100 per c.mm. 
Penicillin was discontinued, and after 24 hours the leuco- 
cyte count had risen to 6,000 per c.mm. with 45% of 
neutrophils. In spite of treatment the patient died 
7 days after operation. 

In addition to penicillin the patient was given morphine, 
hyoscine, prostigmine, vitamins B,, C, and K, demerol, 
and phenobarbitone. The authors consider that the 
eruption and the rapid rise in the leucocyte count after 
the withdrawal of penicillin suggest that this drug was 
probably responsible for the agranulocytosis. 

R. Bodley Scott 


STREPTOMYCIN 


61. Clinical Experience with Streptomycin. A Study 
of 50 Cases 

C.S. KEEFER, L. WEINSTEIN, and W,L. Hewitr. Medical 
Clinics of North America [Med. Clin. N. Amer.] 30, 985- 
997, Sept., 1946. 6 figs. 


The results of treatment with streptomycin of 49 
non-tuberculous infections with Gram-negative organisms 
(the only patient with tuberculous meningitis died) are 
reported. 

The most striking therapeutic response was seen in 
10 cases of Haemophilus influenzae meningitis, all in 
children under 5. Eight of the children recovered. 
In 2 cases, including 1 of the 2 fatal cases, there were 
complicating infections with staphylococcal pneumonia 
and meningitis. Daily cultures from throat and nose 
should therefore be taken and penicillin given in addition 
if Staph. aureus or any other virulent Gram-positive 
organism is found. Dosage was 0-05 to 0-125 g. intra- 
muscularly 3-hourly for 3 to 4 days and 0:25 g. intra- 
thecally once or twice daily for at least 7 days. Blood 
and cerebrospinal fluid were commonly sterile in 24 to 
48 hours. 

The largest group in the series consisted of 28 cases of 
urinary infection; a satisfactory response was obtained 
in 16. Cases with a single infecting organism gave the 
best results, Bacterium coli, Aerobacter aerogenes, 
Proteus vulgaris, and Haemophilus influenzae being more 
susceptible than Pseudomonas aeruginosa and salmonellae. 


The presence of an obstructive lesion made it impossible . 


to sterilize the urine, and an acid urine made the drug 
much less effective. The development during treatment 
of streptomycin-resistant organisms was a striking and 
common feature, and probably was the main factor in 
the failures. The authors recommend maximum doses 
of the drug in the early stages. They also recommend 


that the drug should be discontinued if organisms develop 
resistance. In this series an average daily dose of 1-08 g. 
was given for an average of 9-4 days. 

In the 4 cases of bacteriaemia due to Pseudomonas 
pyocyanea the blood was rendered sterile in 2, but 3 of 
the 4 cases ended fatally. Prompt treatment with 4 g. 
a day for 7 to 10 days is recommended, with frequent 
tests for sensitivity of the organism. In 1 case of brucell- 
osis and 2 cases of typhoid fever, there was no striking 
alteration in the course of the disease. 

A. M. Stewart-Wallace 


62. Some Problems in the Titration of Streptomycin 

J. R. May, A. E. Voureka, and A. FLemMinGc. British 
Medical Journal [Brit. med. J.] 1, 627-630, May 10, 
1947. 1 fig., 1 ref. 


GRAMICIDIN “S” 


63. Gramicidin “S”. (Cpamuungun “*C”’) 

G. F. Gauze. Kypxan Muxpo6uonorun, 
4 MmmyHo6uonorun [J. Microbiol., Moscow] 
No. 3, 8-10, 1946. 5 refs. 


In 1942 Gauze and Brazhnikova obtained from the 
soil a spore-forming aerobic organism capable of pro- 
ducing large amounts of an antibacterial substance. 
This was similar to gramicidin, but differed from the 
latter in being a crystalline substance from the beginning. 
This substance has been named gramicidin “S” or 
“Soviet gramicidin”. Gramicidin “S” crystallizes 
easily as needle-like crystals out of an alcoholic extract 
of the bacterial culture. This crystalline polypeptide 
contains five amino-acids: ornithine, phenylalanine, 
proline, leucine, and valine. The combination of these 
amino-acids, obtained from the hydrolysis of gramicidin 
“§”, has no antibacterial action. Their union in a 
molecule of gramicidin “S” leads to its antibacterial 
quality. Synthesis of gramicidin “S” is possible in 
principle. Gramicidin “S” is effective against both 
Gram-positive and Gram-negative organisms, while 


- gramicidin of Dubos and tyrocidin are inactive against 


Gram-negative organisms. Bacteriostatic concentra- 
tions of gramicidin ““S” are harmless and are widely 
employed in surgery, gynaecology, and otolaryngology. 
Gramicidin “ § ” is extensively used in the prophylaxis 
of wound infection. T. Guercken 


64. Systematic Description of Sporing Aerobic Bacteria 
producing Gramicidin “S”. (OQ cucrematHueckom 
MOYBCHHOM cnopoBo aspoGHOH nanoyKu 
“C”’) 

A. S. SHARKOVA and M. G. BRAZHNIKOVA. )KypHan 
Muxpo6xonorus, 
[J. Microbiol., Moscow] No. 3, 10-12, 1946. 


Tyrothricin, discovered by Dubos, an American micro- 
biologist, is obtained from a spore-bearing aerobic 
bacillus, which has been named B. brevis. Gramicidin 
“S$” is a new antibiotic substance obtained from soil, 
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but its bacillus has not been properly identified. It has 
been named B. Gauze-Brazhnikova, or B.G-B for short. 
Gauze and Brazhnikova have isolated two more strains, 
producing crystalline gramicidin, which they called 
B.G-B, and B.G-B;. In the following table the various 
properties of B. brevis, B.G-B,, B.G-B,, and B.G-B; 
are compared: 


H 
Properties | B. brevis | B.G-B, B.G-B2 B.G-B; 
Morphology .. | Rod with| Rod with| Rod with| Rod with 
central central central central 
spore. spore spore. spore. 

Motility oe + ++ + + 
Position and | Peritrichate| Peritri- Peritri- Peritri- 
number chate; 6-8 | chate;6-8| chate; 6-8 
flagellae. flagellae flagellae. flagellae. 

Gram stain .. + + + + 
Growth on gel-| Liquefac- | No growth | No growth | No _lique- 
atin by stab/ tion. faction. 
inoculation. 

Growth on agar | Thick, Medium, | As for As for 
slope and for-| white, opaque, B.G-B. B.G-B. 
mation of pig-| moist, yellowish- 
ment. with sil-| white. In 

very dif-| old  cul- 

fuse dis-| tures, 

coloration.| metallic 
colour. 

Growth on Opaque Deposit Deposit Deposit 
broth. and de- 

posit. 

Growth on No data} No growth | No growth | Alkaline in 
Peshkoff’s obtain- upper lay- 
medium. able. ers of test- 

tubes; neu- 
tral else- 
where. 

Relation to oxy- | Facultative} As for B.| As for B.| As for B. 
gen. : aerobe. brevis. brevis. brevis. 

of glucose, lac- s not 
tose, maltose. ormed. 

Hydrolysis of + 
starch. 

Acetyl-methyl- | No data 
carbinol. 

Growth on po-| Poor, Medium, Medium, As for 
tato. moist, yellow, colourless,} B.G—B>. 

yellowish. | opaque. moist, 
shiny. 

Relation to Peptoniza- | Neutral in| As for Neutral 
Litmus milk. tion; re-| 24 hours;| B.G-B. with weak 

duction of | in 7 days, peptoniza- 
litmus. peptoniza- tion and 
tion and reduction 

reduction. in lower 

part of 

test-tube. 

Indole. 

Formation of | No data + 
hydrogen sul- 
phide. 

Re-formation of | No data aa No growth + 
nitrates. 

Re-formation of | No data 
lipase. 

Growth on No _lique- | Liquefies As for B.| As for 
blood serum. faction. brevis. B.G-B. 

Optimum tem-| 37°C. 41°-42° C. | 41°-42°C. | 41°-42° C. 
perature. 
Origin .. | Soil Soil Soil Soil 


All the organisms were grown on yeast media with 
addition of 0°5% peptone. From the above table it 


can be seen that, although B. brevis differs from B.G-B 
in its reaction on gelatin and starch, it cannot be con- 
sidered to be a separate organism, but is a variety of 
B. brevis and should be named B. brevis, var. G-B. 

T. Guercken 


PHARMACOLOGY AND THERAPEUTICS 


65. Antibacterial Properties of Gramicidin “§», 
(K xapakTepHcTHKe 
rpamuunguHa C”’) 

Z. G. PERSHINA. }KypHan Muxpo6unonorun, Snupemyo. 
4 [J. Microbiol., Moscow] No, 
3, 12-14, 1946. 2 refs. 


Much research has been done on the action of grami- 
cidin “ S ” on Gram-negative organisms; the results are 
compared with those obtained with American prepara. 
tions of gramicidin and tyrocidin. The effect of grami- 
cidin ““S” was tried on 89 various organisms. The 
results are tabulated below. 


Growth of Organism with Various Concentrations (in ug. per ml.) 


Organism 400 200 100 50 25 |12-3 

Shigella shigae OL 4) Si Zi & 
O| 1; O| 1; 1 1 

lexneri .. 4)15}11)}9 7) 3 26 

newcastle .. | 2] 1) 2] 1) 1] 3 3 
Salmonella typhi 0} 9} 0} 9} 0} 9}0}] 9} 0); 9} 9 
S. paratyphi A 3] 3] Fi 2) Siti & 


S. paratyphi N2 
S. paratyphi B 
S. breslau 

S. gdrtneri 

S. cholerae-suis 
Proteus morgani 


° 
° 
° 
° 
o 


B. coli | 1] 3) 1) 3) 440] 4/0] 4] 4 
Proteus vulgaris ..| 6| 6| 6| 0] 6| 6 
Staphylococcus 1} 1) O} 1) OF 1 | OF 1 1 


Plus=presence of growth. Minus=absence of growth. The 
figures represent numbers of cases studied. 


American results are tabulated below, and compared 
with those for gramicidin “‘ S ” in pure form and grami- 
cidin “ S ” in 4% alcohol solution. 


Concentration of Gramicidin in ug. per ml. 


Preparation Organism 400 200 | 100 50| 25/12) 6 
Tyrothricin Staphylococcus single 
(American) colonies 

Shigella shigae +) + | 

single 

Gramicidin Staphylococcus colonies +i +] +) +/+ 
(American) 

Shigella shigae +] + + +i 

single « 

Tyrocidin Staphylococcus colonies 
(American) 

Shigella shigae +) i tit 
Gramicidin Staphylococcus +) + 
(pure) col. 

Shigella shigae sinw [+] + 

col. 
sin. 

Gramicidin Staphylococcus — |— — +] +) + 
” (4% 
alcohol solu- sin. 
tion) Shigella shigae — | — | — Jeol.) +] +/+ /+ 


The following conclusions were drawn. The American 
preparations are very poor bactericides as far as staphy- 
lococci are concerned and are quite inactive in respect 
of Shigella shigae. Gramicidin “S”’ is bactericidal in 
respect of staphylococci in concentrations of 50 to 25 
and in respect of Shigella shigae in concentrations of 
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100 to 50. Therefore gramicidin “‘ S ” and the American 
gramicidin should be considered as two different 
substances. T. Guercken 


66. Effect of Gramicidin “S” on Streptococcus 
faecalis (Enterococcus zymogenes). 
Ha Streptococcus faecalis (Entero- 
coccus Zymogenes)) 

y. A. KRESTOVNIKOVA and O. M. TARATORINA. 2KypHan 
J. Microbiol., Moscow] No. 3, 15-16, 1946. 


During a study of the aetiology of wound sepsis an 
organism was found differing from the pyogenic strepto- 
coccus type A. It may be related to Streptococcus 
faecalis. Both penicillin and the sulphonamides were 
ineffective against the organism. The effectiveness of 
gramicidin ““ S ”’ was studied. This antibiotic was used 
on 27 strains of Strep. faecalis; as controls 4 strains of 
Streptococcus, type Griffith, were employed. Broth 
medium was used. Gramicidin ““S”’ was added to 
cultures in strengths of 400, 200, 100, 50, 25, 12-5, and 
625 wg. in 1 ml. Absence of growth was noticed the 
following day and subcultures were grown on blood agar. 
All growth of organisms ceased when the concentration 
of gramicidin ““S” was between 50 yg. and 6-25 yg. 
The growth of the control was arrested at a concentration 
of 6:25 wg. The bacterial action of gramicidin “S$” 
was exerted in concentrations as low as 12°5 wg. All 
strains of Streptococcus, type Griffith, were killed by 
gramicidin “S” in a concentration of 6-25 pg. The 
authors claim that gramicidin “S” is the only anti- 
biotic substance effective against Strep. faecalis, and 
recommend its extensive use in the prophylaxis of wound 
sepsis. 


administration would be useful. T. Guercken 


67. An Attempt to use Gramicidin “S” for Ridding 
Calf Lymph of Bacterial Flora. (Onsit npHmMeHeHua 
“C” ocBoCommeHHA ocneHHOrO 
neTpHTa OT 


G. F. MARCHENKO and E. Z. RAKHMAN. KypxHan 
[J. Microbiol., Moscow] No. 3, 16-18, 1946. 


So far it has been impossible to rid calf lymph of its 
bacterial flora without lowering its virulence. In the 
U.S.S.R. an attempt has been made to use gramicidin 
“S$” for this purpose. An aqueous solution in a con- 
centration of 800 to 1,600 ug. in 1 ml. was either applied 
to the skin before removing the scab or added to the scab 
before it was ground up. In both cases the scab was 
preserved in glycerin. An experiment was carried out in 
15 series, each series being divided into four groups. In 
the first group gramicidin “* S ’’ was applied to the skin; 
in the second it was applied to the scab after its removal; 
and in the third group phenol was used. The fourth 
group was employed as a control. Only glycerin was 
used for preservation. 

After 3 to 5 days group | showed a number of bacterial 
colonies, not exceeding 60 to 80 in one test. With time 
the number of colonies diminished. In group 2 the 
decrease was slower. At first the number of bacteria 


For this purpose a method of parenteral © 


was 218; after 14 days it dropped to 181, and the lymph 
became sterile in 2 to 3 weeks. The lymph treated with 
phenol was practically sterile in the first few days. The 
control was more contaminated than either group treated 
with gramicidin “S$”. At first it was impossible to 
count the bacteria, but after 2 weeks they numbered 286. 
Gramicidin “S” has not only a quantitative effect in 
reducing the number of bacteria but also a qualitative 
effect. The number of cocci diminished considerably; 
next came the Gram-positive bacilli (the saprophytes). 
The Gram-negative organisms decreased in the same 
proportion as in the control group. Virulence was 
tested monthly during 5 months. The virulence of calf 
lymph treated with gramicidin “‘S” decreased to the 
same extent as that preserved in glycerin only. All 26 
groups treated with gramicidin ““ S”’ and preserved in a 
refrigerator retained a 50% virulence, while the group 
treated with phenol lost up to 40% in the first 2 months. 
Therefore gramicidin “‘ S$” is recommended for use, in 
preference to phenol, to rid calf lymph of bacterial 
flora. T. Guercken 


SULPHONAMIDES 


68. Pharmacological and Chemotherapeutic Properties 
of 3,4-Dimethyl-5-sulfanilamido-isoxazole 
R. J. SCHNiTzeR, R. H. K. Foster, N. Ercout, G. Soo- 
Hoo, C. N. MANGierI, and M. D. Roe. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.) 88, 47-57, Sept., 1946. 10 refs. 


This compound (Nu-445) is one of a series of N’ 
sulphanilamido-isoxazole derivatives. It is unusually 
soluble in water in the pH range 6-0 to 7-5; it has a low 
toxicity and a therapeutic activity comparable with that 
of sulphadiazine. 

The LD 50 for mice was 2-3 to 3-2 g. per kilo body- 
weight, by parenteral injection, and the oral LD 50, 
10 per kilo. Chronic toxicity tests on rats, continued 
over a period of 6 months, showed no effect on growth 
rates or in any of the organs. Daily subcutaneous 
injections of 0-5 to 1-0 g. per kilo in rabbits for 4 weeks 
caused no significant change in body weight or in the 
blood picture. When given orally to rabbits in a dose 
of about 0-8 g. per kilo, 43 to 61% of the drug appeared 
in the urine, the larger part of it in the non-acetylated 
form (68%). The pH of the urine remained at a constant 
level of 8-4. The time of disappearance from the blood 
was studied in mice after intravenous, subcutaneous, 
and oral administration of doses ranging from 0-012 to 
0-25 g. per kilo. Most of the drug had disappeared from 
the blood at the end of 5 hours. Repeated subcutaneous 
injections in rabbits did not cause irritation, and when the 
drug was introduced into the peritoneal cavity asa powder 
it was rapidly absorbed without evidence of injury to the 
peritoneum. Its chemotherapeutic activity was tested 
against a wide range of pathogens in both in vitro and 
in vivo experiments. Standard strains of pyogenic 
streptococci, pneumococci (I, II, and II]), staphylococci, 
meningococci, Corynebacteriumdiphtheriae, and Bacterium 
coli were amongst those used, and the drug was found to 
have a range of activity very similar to that of the well- 
recognized sulphonamides. H. M. Adam 
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69. The Epidemiology of Acute Respiratory Infections 
Conditioned by Sulfonamides. VII. Effects of Sulfa- 
diazine on Groups A and G Hemolytic Streptococci 

M. SieGet. American Journal of Hygiene [Amer. J. 
Hyg.) 44, 257-267, Sept., 1946. 1 fig., 52 refs. 


A group of 20 of the most consistent carriers of haemo- 
lytic streptococci were selected from 150 feeble-minded 
girls living together under crowded conditions. These 
20 girls were divided into two subgroups, one of which was 
employed as a control, and the other to determine the 
effects of the continuous daily administration of 1 g. of 
sulphadiazine upon their carrier rate for this micro- 
organism. Repeated nasopharyngeal cultures were made 
before, during, and after the 12-weeks period over which 
this drug was given. The 221 strains of haemolytic 
streptococci isolated during the survey were almost 
equally divided between Groups A and G. During the 
period of drug administration the carrier rate for both 
Group A and Group G organisms was much lower in 
the treated than in the control children. When the 
administration was suspended, however, the carrier rate 
for both groups rose rapidly in the previously treated 
children and soon surpassed the rate for the control 
children. Any reduction in carrier rate was, therefore, 
limited to the period during which the drug was given. 
Studies of the sulphonamide-sensitivity of the organisms 
recovered show that none had developed any increased 
drug resistance during the trial. G. Payling Wright 


70. Irgafen—a New Sulphonamide. 
midpreparatet Irgafen) 

J. CLausen. Nordisk Medicin (Nord. Med.] 42, 2389- 
2394, Oct. 18, 1946. 7 figs., 8 refs. 


“TIrgafen”’ (3 : 4-dimethylbenzoyl-4’-aminobenzene- 
sulphonamide) is a new sulphonamide. Oral administra- 
tion of 2 g. produces a blood concentration of 10 mg. 
per 100 ml. of free irgafen within 2 hours, and blood 
levels of 8 to 20 mg. per 100 ml. can be maintained by 
oral administration of 1 g. at intervals of 8 hours there- 
after. When the dose is cut to 0-5 g. 8-hourly the blood 
level falls to 5 to 10 mg. per 100 ml. This long interval 
between doses appears to be due partly to almost com- 
plete absorption, but principally to slow excretion, for 
intravenous injection of 1 g. produces a blood level above 
5 mg. per 100 ml. for a period of over 12 hours, while 
appreciable quantities are excreted in the urine between 
24 and 48 hours after administration. The sodium salt 
is readily soluble, a 5% solution having a pH of 8-6 and 
being suitable for intramuscular or intravenous injection; 
diluted with saline, it is absorbed from an enema as 
rapidly as is irgafen after oral administration. Blood 
levels of 8 to 10 mg. per 100 ml. are maintained by 
intravenous injection of 0-5 or 1 g. at intervals of 12 hours. 

Irgafen appears to be as active against staphylococci, 
streptococci, and coliform bacilli as are sulphathiazole or 
sulphadiazine, and against pneumococci as are sulpha- 
pyridine or sulphathiazole. Clinical trials of this 
preparation were conducted on patients with lobar 
pneumonia and bronchopneumonia, and compared with 
patients treated with sulphathiazole and its soluble 
sodium acetaldehyde-bisulphite derivative, or with 


(Om Sulfona- 


PHARMACOLOGY AND THERAPEUTICS 


methylsulphathiazole. Of 53 cases of lobar Pneumonia 
24 were treated with irgafen, and of 43 cases of broncho. 
pneumonia 15 were treated with it. There were 2 deaths 
in the irgafen group, both complicated by other lesions, 
and 2 in the control groups. Defervescence occurred at 
the same rate in both series, though the dose of irgafen 
was only 2 g. on admission, followed by 1 g. every 8 hours, 
while 2 g. of sulphathiazole was given on admission, ang 
thereafter 1 g. every 4 hours. Complications were few; 
nausea and vomiting were about half as frequent as with 
sulphathiazole; drug rashes and leucopenia did not 
occur; and a few erythrocytes could be found in the 
urinary deposit of only 8 patients; cyanosis, however, 
was more frequent. The author concludes that this 
preparation is particularly suitable for the treatment of 
pneumonia. 

[A sulphonamide which is fully effective when given 
only three times a day would offer many advantages; 
irgafen has been reported on by six Swiss workers, and 
it appears that there is a good case for extended clinical 


trials in Britain.] G. Discombe 
TOXICOLOGY 

71. Studies on the Ocular Reactions of Rabbits to 

Di-isopropyl Fluorophosphate 


R. O. ScHoiz. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 88, 23-26, Sept., 
1946. 2 refs. 


Di-isopropyl fluorophosphate applied to the rabbit’s 
eye has an eserine-like action which can be prevented or 
reversed by atropine. The lethal dose when given by 
this route is approximately 1-4 mg. per kilo body weight. 

H. M. Adam 


72. The Treatment of Di-isopropyl Fluorophosphate 
(DFP) Poisoning in Rabbits , 

B. P. McNamara, G. B. KoeLLe, and A. GILMAN. 
Journal of Pharmacology and Experimental Therapeutics 
[J. Pharmacol.] 88, 27-33, Sept., 1946. 11 refs. 


As no single drug is known which will antagonize the 
muscarinic and nicotinic effects of di-isopropyl fluoro- 
phosphate (DFP), the authors have tested the prophylactic 
value of various combinations of drugs. Atropine and 
mecholyl were used to prevent the muscarinic effects and 
curare, pentobarbitone, and magnesium sulphate, the 
nicotinic effects of DFP. The dose of DFP employed, 
0-5 mg. per kilo intravenously, killed 90 to 100% of the 
untreated rabbits. Although this dose reduced the tissue 
cholinesterase, its muscarinic effect was slight. Curare 
did not abolish the nicotinic action of DFP. Pento- 
barbitone anaesthesia (25 mg. per kilo) unmasked the 
muscarinic but failed to prevent the nicotinic effect; it 
gave no protection. Atropine sulphate (5 mg. per kilo 
intravenously) abolished the muscarinic effect but afforded 
no protection. When these two drugs were combined 
in the same doses the survival time was prolonged. 
Magnesium sulphate (800 mg. per kilo intramuscularly) 
gave no protection but it prevented the nicotinic effect. 
When it was combined with atropine sulphate, the effects 
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of DFP were prevented and protection was achieved. 
The protective effect was greater when both drugs were 
given intramuscularly. The addition of mecholyl 
(25 mg. per kilo) to this combination appeared to enhance 
the protective effect. Experiments were also carried 
out with rabbits dosed by exposure to DFP vapour. 
The combination of magnesium sulphate with atropine 
was more effective when given immediately after the 
exposure than prophylactically. H. M. Adam 


73, Antidotes to Poisoning by Di-isopropyl Fluoro- 
te in Cats 

W. MopeLt and S. Krop. Journal of Pharmacology and 

Experimental Therapeutics [J. Pharmacol.] 88, 34-38, 

Sept., 1946. 6 refs. 


The authors have investigated the protective action of 
atropine sulphate and magnesium sulphate in di-iso- 
‘ propylfiluorophosphate (DFP) poisoning in cats. The 
intravenous LD 50 of DFP for the cat was 1-6 mg. per 
kilo body weight. Atropine sulphate (0-1 to 2 mg. per 
kilo intravenously) protected against lethal doses of DFP 
ranging from 3 to 10 mg. per kilo. Magnesium sulphate 
(200 to 500 mg. per kilo intramuscularly) gave only slight 
protection as compared with atropine. The combina- 
tion of atropine and magnesium sulphate was more 
effective than either given alone. The immediate symp- 
toms were abolished: atropine prevented the rage, 
unrest, salivation, and pilomotor effects, and magnesium 
sulphate, the fibrillary twitchings. Muscular weakness, 
which persisted for about 2 weeks, was unaffected by the 
combined treatment. The authors suggest that the 
magnesium may act either by enhancing the central 
depressant action of atropine or by combining with DFP. 
Preliminary experiments have shown that salts of calcium, 
aluminium, and gold, but not of strontium, give some 
protection against DFP. H. M. Adam 


74. Synergisms and Antagonisms between Physostig- 
mine and Di-isopropyl Fluorophosphate in Cats 

R. Koster. Journal of Pharmacology and _ Experi- 
mental Therapeutics |J. Pharmacol.] 88, 39-46, Sept., 
1946. 5 refs. 


Cats previously treated with physostigmine become 
more resistant to the toxic action of DFP. The LD 50 
of physostigmine for the cat was 0-66 mg. per kilo intra- 
venously. Tolerance to physostigmine was not acquired 
after several doses (0-001 to 0-1 mg. per kilo intra- 
venously) given at intervals of 45 minutes to 100 hours. 
The LD 50 of DFP was 1-7 mg. per kilo intravenously. 
Repeated daily doses of DFP (1 mg. per kilo) caused 
death at 3 days. Repeated doses of physostigmine 
(0-5 to 1 mg. per kilo intravenously) gave no greater 
protection against DFP than did a single dose. For all 
doses of DFP (5 to 10 mg. per kilo) the best results were 
obtained when the interval between the injection of DFP 
and of physostigmine was not more than several minutes. 
The optimum antagonizing dose of physostigmine was 
0:05 to 0-1 mg. per kilo intravenously; larger doses 


increased the toxicity of DFP. The combination of 
atropine sulphate (0-1 mg. per kilo intravenously) with 
physostigmine (1 to 2 mg. per kilo intravenously) gave 
protection against 50 mg. perkiloof DFP. Thisenhanced 
protection was due to the larger dose of physostigmine. 
H. M, Adam 


75. Hemodynamics in Pulmonary Irritant Poisoning 

H. M. Patt, J. M. Tostas, M. N. Swiet, S. Poster, and 
R. W. GERARD. American Journal of Physiology [Amer. 
J. Physiol.) 147, 329-339, Oct., 1946. 5 figs., 22 refs. 


A series of recent investigations on haemodynamics 
in phosgene poisoning is described. Measurements were 
made of the pulse, the arterial and venous blood pressures, 
the right ventricular pressure, the circulation time, and 
the arterial-venous oxygen difference in both anaesthetized 
and non-anaesthetized dogs before and after exposure to 
phosgene (0-4 to 0-07 mg. per litre) for 30 minutes. The 
haematocrit values were also measured. The arterial 
and venous blood pressures were obtained at the femoral 
artery and vein, and the right ventricular pressure by 
direct needling. The pulmonary circulation was studied 
by the injection of cyanide or fluorescein. The circula- 
tion time in the systemic circuit was indicated by the 
arterial-venous oxygen difference. The circulatory 
changes were followed not only in untreated gassed dogs 
(controls) but also in dogs subjected to various experi- 
mental and therapeutic procedures, such as unilateral 
gas exposure (one bronchus being occluded by a removable 
plug), bleeding (1% of body weight), infusion of saline or 
plasma (1% of body weight), bleeding and infusion, and 
oxygen inhalation (50 to 100%). In a few instances the 
scleral vessels were directly visualized and observations 
on vascular spasm and red cell agglomeration were made. 

The heart rate fell precipitately with gassing and then 
slowly rose to a figure equal to or higher than the initial 
value. The early bradycardia is probably a reflex 
response to irritation of the respiratory passages. 
Arterial pressure fell distinctly and progressively with 
time after gassing. Venous pressure presented no 
significant or consistent change. The early fall in arterial 
pressure, which was less in the animals given morphine, 
may be a consequence of the concomitant bradycardia 
or may be due in part to a reflex peripheral vasodilatation. 
Blood volume was decreased by some 50% 10 hours after 
gassing. This,together with anoxic paralysis of the vaso- 
motor centres, is probably primarily responsible for the 
late arterial hypotension. As regards the pulmonary 
circulation, in a series of 26 dogs there was no evidence 
of a rise in the right ventricular pressure following 
gassing. Pulmonary circulation time was, however, 
increased on the average by two-thirds at 8 to 12 hours 
after gassing. A similar slowing in the systemic circuit 
was indicated in some dogs by a rising arterial-venous 
oxygen difference. Observations of the systemic vessels 
revealed repeated spasms at intervals of a few seconds to 
half a minute. Jn vivo agglomeration of blood was also 
noted. A chart is given which illustrates the basically 
asphyxial nature of death from phosgene poisoning, but 
this does not mean that a failing circulation is not of 
significance in leading to the final breakdown. 
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In the discussion it is stated that the evidence for 
interference with the pulmonary circulation in phosgene 
poisoning, either by capillary damage or by lung throm- 
bosis, is equivocal. There is certainly some disturbance 
of the pulmonary circulation after gassing, but whether 
or not this is sufficient to interfere with respiration or 
with the circulation is debatable. Cardiac dilatation 
and venous engorgement were observed but were not con- 
stant findings, whereas venous pressures were rarely found 
to show any appreciable increase. In fact, conclusive 
evidence of the absence of any back pressure on the right 
heart was obtained. These findings argue against the 
use of venesection as a therapeutic measure. Shock 
therapy, infusion of whole blood or plasma, and the 
giving of desoxycorticosterone or vitamins have been 
found to have little influence on the mortality rate. 
Heparin given to prevent thrombin formation, and quinine 
or mepacrine given to prevent clumping, have proved 
therapeutically useless, as has histaminase. The observa- 
tion is made that death is due primarily to an interference 
with oxygen uptake through oedematous lungs. If the 
acute stage of pulmonary oedema is survived, then the 
state of the circulation may become a more important 
factor in the prognosis. Richard D. Tonkin 


76. Addiction to Meperidine Hydrochloride (Demerol 
Hydrochloride). Report of Three Cases 
H. Wieper. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.] 132, 1066-1068, Dec. 28, 1946. 
8 refs. 


77. Carbon Tetrachloride Poisoning. Report of a Case 
with Unusual Features 

C. R. Burns. New Zealand Medical Journal {N.Z. med. 
J.) 45, 291-295, Aug., 1946. 4 refs. 


The properties and uses of carbon tetrachloride are 
discussed. A case is described of an intoxicated soldier 
who drank probably about a mouthful of the liquid. 
Apart from the usual results of carbon tetrachloride 
poisoning—irritation of the mucous membrane of the 
mouth, pharynx, and gastro-intestinal tract and later 
liver damage with jaundice and hepatomegaly—there was 
in this case evidence of gross renal damage with suppres- 
sion of urine for 24 hours and nitrogen retention. There 
was also oedema and persistent hypertension, the blood 
pressure rising from 126/94 to 195/125 mm. Hg; the 
diastolic pressure was still raised 3 months later. As the 
oedema did not seem to be of renal or of cardiac origin 
it is suggested that it may have been due to portal venous 
obstruction. Treatment was by a glucose intravenous 
drip with added calcium gluconate, vitamin B and egg- 
and-milk mixtures being given freely by mouth. On 
the tenth day 4 g. of methionine was given orally, on 
the eleventh day 14 g. of methionine, and on the twelfth 
day 12 g. From then on improvement was steady, 
though 2 months later the liver was still palpable two or 
three fingerbreadths below the costal margin and the 
blood pressure was still raised to 130/110 mm. 

A. D. Duff 


INDUSTRIAL TOXICOLOGY 


78. An Adaptation of the Dosimetric Method for Us 
in Smaller Animals 
R. E. Weston and L. Kare. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 29-33, 
Jan., 1947. 8 refs. 


In the present investigation the median lethal dose ang 
percentage retention of inhaled phosgene were determined 
in 37 normal unanaesthetized rhesus monkeys. The 
apparatus was similar to that used for goats, but with 
smaller valves and flow rates suited to the smaller animals 
and a modified nose-piece necessitated by the simian 
facies. The phosgene had a mean concentration of 
1-6 mg. per litre, and the animals, being very susceptible, 
were exposed for only 0-4 to 3-1 minutes; 21 of them died 
15 to 36 hours later, and the retained median lethal dose 
was found to be 0-2 mg. per kilo, or less than a fourth of 
that required for goats. The mean retention of inhaled 
phosgene was 79%. Respiration was to some extent 
affected, the mean respiratory rate under phosgene being 
29 per minute as compared with 38+ per minute in 
unexposed monkeys, while the average tidal air was 
68 ml. per kilo as compared with 10-1 ml. per kilo. 
However, earlier investigators (Coon et al.) found that 
low concentrations of phosgene (ranging from 0-45 to 
0-8 mg. per litre) did not produce appreciable respiratory 
inhibition. 

[The greater susceptibility of the monkeys as compared 
with the goats was due partly to their smaller size and 
relatively greater respiratory exchange. From the data 
recorded by the investigators it can be calculated that the 
relative respiratory exchange of the monkeys, which 
averaged 2-65 kg. in weight, was about 50° greater than 
that of the goats, which averaged 18 kg.] 

H. M. Vernon 


79. Determination of Acetylene Tetrachloride in Air 

J. GOLDENSON and J. W. Tuomas. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 14-22, 
Jan., 1947. 2 figs., 30 refs. 


Acetylene tetrachloride (ClhHCCHCI,) is used in many 
industries because of its high solvent power and non- 
inflammability. It is one of the most toxic of halogenated 
aliphatic hydrocarbons, and it is, therefore, important to 
determine accurately the concentration of its vapour 
present in the atmosphere of industrial plants using the 
solvent. A concentration of 10 parts per million 
(0-068 mg. per litre at 25°C.) has been for some time 
regarded as safe for an 8-hour working day. The simple 
portable apparatus devised for the rapid estimation of 
low concentrations involved the use of a quartz combus- 
tion tube packed with platinum foil. The chlorides 
formed from the combustion of the vapours were absorbed 
inalkaline arsenite solutionand determined volumetrically 
with 0-01N hydrochloric acid solutions. Laboratory and 
chamber tests proved that by this method 95% or more 
of the acetylene tetrachloride was recovered. 

The degree of protection afforded by gas masks against 
the tetrachloride was determined by means of an elaborate 
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tus, for a description of which the original paper 
should be consulted. The maximum concentration of 
tetrachloride found in the air of the plant was 0-176 mg. 
per litre, but the, gas canisters of the masks were tested 
at a concentration of 6 mg. per litre. Four different 

of U.S. Army canisters were tested. They con- 
tained 250 to 640 ml. of impregnated charcoal, and 
were found to offer complete protection for at least 
3 hours. A commercial type of canister, containing 
1,150 ml. of ordinary activated charcoal, had a life of 
over 20 hours. H. M. Vernon 


80. Observations on the Effect of Diphenyl and Related 
Compounds upon Experimental Animals 

W. B. DEICHMANN, K. V. KiTZMILLER, M. DIERKER, and 
s. WitHERUP. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 29, 1-13, Jan., 1947. 3 figs. 
7 refs. 


Diphenyl and its amino- and nitro-derivatives are 
constituents of various plastics and resins. As they are 
used commercially, their inhalation and skin contact 
cannot be avoided completely. Experiments were made 
on animals in order to determine tentative standards for 
safe industrial environments. The compounds, dissolved 
or suspended in olive oil, were administered by stomach 
tube to rabbits and by blunt hypodermic needle to rats. 
In the inhalation experiments a 160-litre chamber was 
employed, and the animals were exposed to the dust or 
vapour for 7 hours a day on 5 days a week. 

The lethal doses per kilo of body weight (for 50% 
fatalities), when administered orally to rabbits, were 
2-4 g. of diphenyl, 2-0 g. of p-nitrodiphenyl, 1-6 g. of 
o-nitrodiphenyl, 1-0 g. of o-aminodiphenyl, 0-7 g. of 
p-aminodiphenyl, and 0-2 g. of dihydroxyoctachloro- 
diphenyl, while the corresponding doses for rats were 
usually somewhat larger. These doses caused an increase 
of respiratory rate, lacrimation, muscular weakness, 
unsteadiness, and death in coma after a period of 2 hours 
to 18 days. With one exception the repeated application 
of the compounds (in olive oil) to the abdominal skin of 
rabbits did not induce signs of local irritation, though 
sufficient absorption of the compounds took place to 
induce varying degrees of systemic poisoning. The 
exception was the dihydroxy compound above mentioned, 
and this induced marked signs of local irritation and 
systemic intoxication. Exposure of 6 rats for 46 periods 
to diphenyl dust at a concentration of 0-04 mg. per litre 
of air induced irritation of the nasal mucosa and 1 
fatality, while one-fifth of this concentration caused no 
effects in rats but a few fatalities in mice. The absorp- 
tion of all the compounds mentioned induced toxic 
myocarditis, hepatosis, nephrosis, and pneumonia, but 
the gastro-intestinal tract showed little if any evidence of 
local injury. Oral administration of sublethal doses of 
diphenyl or o-nitrodiphenyl to rabbits on 4 to 21 occasions 
caused no significant changes in the number of erythro- 
cytes or leucocytes or in the concentration of haemoglobin, 
but p-nitro- or p-amino-diphenyl induced anaemia to- 
gether with haematuria or haemoglobinuria. The ortho- 
and para-isomers of nitro- and amino-diphenyl are 
partially conjugated in the tissues of rabbits and are 


excreted as hexuronic acid and organic sulphates. Asa 
result of the observations above summarized it was 
considered that, for prolonged human exposure, con- 
centrations of 0-005 mg. diphenyl per litre of air should 
be regarded as dangerous, while concentrations of 
0-003 mg. of o-nitrodiphenyl seem inadvisable. 

H. M. Vernon 


81. Fluorine Hazards. With Special Reference to Some 
Social Consequences of Industrial Processes 

M. M. Murray and D. C. Witson. Lancet [Lancet] 2, 
821-824, Dec. 7, 1946. 1 fig., 32 refs. ‘ 


This article gives a brief review of the literature of 
industrial fluorosis and records an incident in Lincoln- 
shire, where lameness and cachexia occurred in cattle as 
a result of calcination of ironstone in the neighbourhood. 
The ironstone contained 1,200 parts per million (p.p.m.) 
of fluorine, which was reduced to about 300 p.p.m. on 
calcining with coal slack. The coal contained over 
100 p.p.m. of fluorine. The smoke drifted on to vegeta- 
tion and grass in the immediate vicinity, which showed 
values up to 2,200 p.p.m., and close to an adjacent farm- 
house values of 68 to 487 p.p.m. Affected cattle excreted 
urine containing 26 to 69 p.p.m., and the fluorine content 
of their bones was up to 15,000 p.p.m. Water in the 
area contained only 0-5 p.p.m. People living in the 
farmhouse showed a moderate degree of dental fluorosis 
and excreted urine containing between 1-6 and 4-2 p.p.m. 
at a specific gravity of 1-015. These facts may be ex- 
plained by surface contamination of food in the larder. 
The glass in the windows of the house facing the ironstone 
calcination process was etched. One inhabitant had 
suffered from stomach pains. On the farm wheat and 
barley embryos did not mature, and the farmer was paid 
compensation based on the difference between the 
expected and the actual yield of grain. In 6 years 7 
horses and 11 cows had died, young cattle and sheep 
were under weight, the sheep were lame and had nasal 
discharge, and much poultry had been lost. Atthe height 
of calcining the density of fumes made driving on 
neighbouring roads difficult. K. M. A. Perry 


82. The Biological Assay of Inhaled Substances by the 
Dosimetric Method 

L. Karet and R. E. Weston. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 23-28, 
Jan., 1947. 9 refs. 


The physiological effects of substances which enter the 
body through the respiratory tract have usually been 
assessed in terms of the concentration to which the 
animals are exposed and the time of exposure in minutes. 
This method does not indicate the biologically active 
retained fraction of the inhaled substance; therefore the © 
probable range of toxicity for man, in terms of animal 
experiments, has not been satisfactorily delimited. In 
the present investigation the lethal dose of phosgene was 
determined in goats, and also the percentage of inhaled 
agent retained: 62 normal unanaesthetized goats were 
employed, half of them being exposed to phosgene at a 
concentration of 1-19 mg. per litre, and the other half to 
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one of 6°88 mg. per litre. The former group was exposed 
for 4:3 to 36:4 minutes, and the latter for 0-8 to 7-2 
minutes. About a third of the animals survived, and it 
was found that there was no increase in the toxicity of 
the phosgene with increase of concentration. The median 
lethal dose on exposure to the lower concentration was 
0-86 mg. per kilo of body weight, and for the higher 
concentration 0-84 mg. per kilo. The mean amount of 
retention for the 62 goats was 63%, while in previous 
observations on dogs it was found to be 74%. The goats 
showed marked respiratory inhibition on exposure to 
the phosgene, occasionally for as long as 60 to 97 seconds. 
This was longer than the time observed in dogs. 
H. M. Vernon 


INSECTICIDES 


83. Comparative Toxicity of DDT and Four Analogues 
to Goldfish, Gambusia, and Culex Larvae 

E. P. Opum and |W. T. SumMerForD. Science [Science] 
104, 480-482, Nov. 22, 1946. 1 fig., 7 refs. 


In addition to DDT four analogues were tested as 
follows: (1) 1-trichloro-2,2-bis(phenyl)-ethane, designated 
DPT; (2) 1 - trichloro - 2,2-bis(p-fluoropheny]) - ethane, 
DFDT; (3) 
DBrDT; and (4) 1-trichloro-2,2-bis(p-iodophenyl)- 
ethane, DIDT. All tests were made in individual fish 
bowls containing tap water previously conditioned and 
oxygenated in a large aquarium in which there were 
aquatic plants. One fish and 4 to 10 Culex larvae were 
placed in each bowl. One millilitre of an acetone solu- 
tion of DDT and its analogues, ranging from 0-0005 to 
10 parts per million, was added to each litre of water. 
Controls containing 1 ml. of pure acetone in | litre of 
water had no detectable effect on the test animals. A 
3-day period was selected as an arbitrary time limit for 
the experiments, which were repeated two or three times 
at critical concentrations. The results of the experi- 
ments are recorded in a graph. The median lethal dose 
of DDT was found to be approximately 0-1 p.p.m. for 
goldfish, 0-01 p.p.m. for Gambusia, and 0-001 p.p.m. for 
larvae. Of the four analogues tested, DFDT approached 
DDT in its lethal effect on larvae, but was much less toxic 
to fish than DDT. In addition DFDT had a more 
rapid action than DDT on both larvae and fish. For 
these reasons the authors consider that DFDT has 
possibilities as a larvicide and is worthy of field tests. 

R. M. Gordon 


84. Synthetic Insecticides in the Tropics 
British Medical Journal [Brit. med. J.] 2, 999, Dec. 28, 
1946. 


A team of entomologists, chemists, and others, under 
the direction of the Colonial Office, have been conducting 
experiments in East Africa on the efficacy of D.D.T. 
and gammexane. After preliminary experiments with 
D.D.T. in Kenya certain areas of vegetation were selected 
in Uganda for full-scale efforts to eliminate the tsetse 
fly. Intensive spraying was carried out over 2 to 4 
acres (0-8 to 1-6 hectares) of jungle where the fly popula- 


tion was thickest. After a single application of D.DT, 
or gammexane the flies were reduced to 50%, and a 
‘further application of double the amount of gammexape 
further reduced them to only 20% of the original. After 
a week very little effect remained, because the 
solution was absorbed by the vegetation and the sunlight 
broke down the insecticides. The flies were not com. 
pletely eliminated. Repeated application for 50 to @ 
days (the flies have a 50-day life cycle) over the same 
patch reduced the fly population by 99%, but this js 
very expensive and laborious. However, spraying by 
aeroplane would reach only the top layers of vegetation, 
and dispersal by smoke would be dissipated by changing 
winds. 

Six of seven native subdistricts in Uganda were sprayed 
by oily solutions of D.D.T. and gammexane, the seventh 
being used as a control. Both prevented the seasonal 
rise in the incidence of malaria in the rural population, 
Watery suspensions showed more promise than oily 
solutions, since the latter are absorbed by the walls of 
the houses. Dispersible powders may be best of all, 
Since very variable results have been reported from 
different parts of the world the Uganda results require 
careful checking, and the malaria rate is a more important 
criterion than fly population. Experiments are being 
conducted on the control of Simulium ochracemum, the 
vector of onchocerciasis, and the central organization of 
special research teams seems well worth while. 

R. G. Gordon 


85. Lethane 384 on Clothing as a Mosquito Repellent 
C. G. JoHNsON. British Medical Journal (Brit. med. J} 
1, 92-93, Jan. 18, 1947. 


“* Lethane 384 ” is unsuitable as a skin application on 
account of its irritant and toxic properties. The follow- 
ing preliminary experiments were carried out in order to 
ascertain the degree of protection against mosquitoes 
given by the drug when sprayed in 50% concentration on 
clothing. “ All tests were made in a wood at Brookwood, 
Surrey, during August, 1942. The mosquitoes biting 
were mainly Aédes cantans, Aé. punctor, Aé. annulipes, 
with an occasional Aé. cinereus, Aé. geniculatus, and 
Anopheles claviger. Treated volunteers and untreated 
controls sat together in the wood, usually for 15 minutes, 
and counted the number of bites experienced. Controls 
and treated men sat a few feet apart. There were two 
sets of experiments.” The results of the first test showed 
that lethane on stockings proved a very effective repellent 
for a number of hours, but that no repellent effect was 
demonstrable 24 hours after spraying. The second test 
was made in order to ascertain if a complete spraying of 
the clothing would protect exposed parts which were 
otherwise unprotected—for example, hands and face. 
The results of this test showed that no great protection 
was afforded to the face and hands by generalized spray- 
ing of the clothing. The author considers that “ lethane 
384 applied locally to clothing—for example, stockings— 
may have its uses as a mosquito repellent in civil life 
when dimethyl phthalate either is not procurable or its 
use is undesirable because of its solvent properties on 
plastic, paint, etc.”’. . R. M. Gordon 
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Radiology 


g6, Experiments on the Inactivation of Bacteriophage 
py Radiations and their Bearing on the Nature of Bacterio- 


oT Lea and M.H.SALAMAN. Proceedings of the Royal 
Society (Proc. roy. Soc.) B, 133, 434-444, Dec. 3, 1946. 
2 figs., 22 refs. 


Three bacteriophages —S-13 (sensitive organism 
Shigella dysenteriae Y6R), C-36 (sensitive organism 
Bacterium coli), and Staph-K (sensitive organism Staphy- 
loccus S3K)—were irradiated by gamma rays, x rays, 
andalpharays. For any one phage the inactivation dose, 
defined as the dose required to reduce surviving activity 
to 0-37, increases with increasing ion density of the 
radiation, in the order y rays, x rays, « rays. For each 
radiation the inactivation dose diminishes with increasing 
size of phage, in the order S-13, C-36, Staph-K. Fora 
given dose the effects were independent of exposure time 
and the survival curves were exponential. 


Inactivation Doses of Three Phages for Different Radiations 
(In millions of roentgens) 


y Tays x rays 


(1-5A) 


0:99 +0-05 
0-43 +0-03 
0-109 + 0-006 


Phage S-13 
Phage C-36 
Phage Staph-K .. 


0:58 +0-03 
0-21 +001 
0-079 +0-004 


Polonium 


Ra C’ « rays % rays 


4 emv 


3-50 +0-42 
0-94 +.0-03 
0-45 +-0-04 


7 emv 4 emv 


Phage S-13 
Phage .. 
Phage Staph-K 


0-59 -+.0-08 


0:21-4.0-02 


The observations lead to the conclusion that a single 
ionization will inactivate a phage particle in these 3 cases. 
From the results the diameter of the radiation-sensitive 
volumes has been calculated. In the case of phage 
S-13 this diameter corresponds very closely with the 
estimated particle diameter. The whole phage volume 
is therefore sensitive, suggesting that phage S-13 is 
probably the single macromolecular type of virus. In 
the case of the larger phages the sensitive volume is 
considerably less than the particle volume. On this 
ground it is suggested that these phages must be regarded 
as primitive single-celled organisms, the sensitive volume 
constituting the genetical material of the cells. Calcula- 
tions from the experimental results indicate that, on this 
interpretation, phage C-36 may contain 9 genes of 
diameter 10 mp, and phage Staph-K 14 genes of diameter 
12:5 mp. J. E. Roberts 
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87. A Practical Technic for Visualization of the 
Bronchial Tree 

G. W. HeusBLeIn and C. D. N. GILFILLIAN. Radiology 
[Radiology] 48, 37-44, Jan., 1947. 8 figs., 1 ref. 


In the method of bronchography described the patient 
is given postural drainage for a period of 15 minutes on 
the night and morning before the examination; this is 
completed 1 hour before the bronchography. Unless 
contraindicated, “‘seconal” gr. 1-5 (0-1 g.) is given 
2 hours before and morphine sulphate gr. 0-25 (16 mg.) 
1 hour before arrival in the x-ray department. The 
nature of the examination is explained to the patient to 
allay his fears and secure his co-operation. The oro- 
pharynx and tonsillar fossae are anaesthetized with 
swabs of 2% “‘pontocaine”. Inlike manner, by means of 
Jackson laryngeal forceps and swabs, the pyriform 
sinuses, the dorsal surface of the tongue, and the epiglottis 
are anaesthetized. Aided by indirect laryngoscopy, the 
examiner drops 0-5 ml. of 2% pontocaine directly on 
the vocal cords through a laryngeal cannula. Two ml. 
of the pontocaine mixture is injected directly into the 
trachea and the patient is instructed to cough in order to 
spray the anaesthetic agent through the tracheo-bronchial 
tree. A No. 14 flexible rubber catheter is passed through 
the nose and the nasopharynx into the proximal third of 
the trachea. The external portion of the catheter is 
strapped to the face by adhesive tape and the patient, 
sitting on a stretcher, is positioned in front of the upright 
tilt tube or fluoroscope. A syringe containing 10 ml. of 
lipiodol is securely locked to a metal adapter at the 
proximal end of the catheter. The position of the 
catheter is checked by fluoroscopy and the tip is adjusted 
to lie above the carina, so that either the right- or left- 
stem bronchus may be injected. 

For the examination the patient should be sitting with 
his hips slightly forward, thus forming an angle of 25 
to 35 degrees between his back and the table top, to 
facilitate filling of the dorsal bronchi. The involved 
side is examined first. The patient is given a lateral 
tilt of 10 degrees until a small amount of lipiodol, 
approximately 2 ml., reaches the stem bronchus in ques- 
tion. As the, lipiodol passes the carina into the stem 
bronchus the patient is restored to the vertical position. 
Because of its viscosity, the oil will continue to flow into 
the paracardiac and mediastinal branches, usually 
without entering the opposite side. As soon as it is 
ascertained that lipiodol is entering the secondary bronchi 
of the lower lobe the patient is tilted into the extreme 
lateral position with the upper shoulder rotated anteriorly. 
If the right lung is the first to be examined, as the lipiodol 
enters the orifice of the middle-lobe bronchus the patient 
is brought well down on the right shoulder, the left 
shoulder being rotated anteriorly. Lipiodol should be 
injected continuously during this procedure. If it is now 
demonstrated that lipiodol has entered the upper-lobe 
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bronchus the patient is placed in a modified knee-chest 
position to ensure adequate filling of the apical branches. 
He is then requested to lie prone on the stretcher, the 
foot of which is elevated approximately 30 to 35 degrees. 
He is also instructed to turn on the affected side and finally 
assumes a position of dorsal recumbency. When the 
above procedure is complete the skin is inspected to make 
certain that no lipiodol is present externally. Erect 
postero-anterior, left anterior oblique, and right lateral 
films are then obtained. 

As soon as these exposures have been made, a similar 
procedure is carried out for the left lung field. The left- 
stem bronchus and paramediastinal branches are injected 
and the left side is completely filled, the right shoulder 
being rotated anteriorly with the patient in the extreme 
left lateral decubitus position. As before, the foot of 
the stretcher is elevated so that the upper-lobe branches 
are fully outlined. On completion of this positioning the 
patient is again placed in front of the plate-changer and 
erect postero-anterior and right anterior oblique views 
of the left lung field are made. Failure to fill a specific 
branch of the lower lobe is not an indication for con- 
tinued injection of lipiodol, as pooling may result in some 
areas, completely obscuring the entire lung field. The 
whole procedure ordinarily requires 7 to 10 minutes. 
The examination is contraindicated in acute inflammatory 
conditions and in asthma. The authors describe the 
reactions which may occur. James F. Brailsford 


88. Primary Amyloidosis of the Lungs 

P. R. Dirkse. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 56, 577-585, 
Nov., 1946. 10 figs., 28 refs. 


The characteristics of the rare primary, as opposed to 
the relatively common secondary, amyloidosis are: 
(1) an almost complete absence of amyloid in the organs 
most involved in typical amyloidosis, such as the spleen, 
liver, and kidneys; (2) the presence of amyloid in organs 
and parts not usually involved, such as the heart, lungs, 
and skin; (3) the occasional occurrence of tumour-like 
nodules of amyloidosis; (4) the frequent failure of the 
deposits to react to the specific stains for amyloidosis; 
and (5) the absence of a preceding or concomitant disease 
to which the amyloidosis could be ascribed. 

The tongue is often involved and its enlargement 
simulates cancer. Pulmonary amyloidosis results in 
dyspnoea, while the amyloid deposits in the heart may 
lead to cardiac failure. Purpuric types of haemorrhage 
occur in the skin and mucous membranes, resulting in 
haematemesis, melaena, and haematuria. Gastro- 
intestinal deposits may result in either constipation or 
diarrhoea, abdominal pain, and vomiting, while deposits 
in muscles, tendons, and joint capsules are responsible 
for pain on movement, backache, and difficulty in walking. 
The involvement of the skin results in lichenoid lesions 
and plaque-like hyperkeratoses. Peripheral nerve in- 
_ filtration results in a progressive muscular weakness. 
The radiographic changes in primary amyloidosis of the 
lungs are those of a diffuse nodular peritruncal infiltra- 
tion throughout both lungs following the bronchovascular 
net and suggesting some type of extreme pulmonary 
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congestion or an infiltrative process. There may be 
large masses in one or both hila, and basal Pleurisy 
The course of the disease is unremittingly progressive 


A, Orley 


89. Pneumatosis Intestinalis. Its Roentgenologic Diag. 
nosis 

H. H. Lerner and A. I. Gazin. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol] 
56, 464-469, Oct., 1946. 8 figs., 4 refs. 


The mechanical theory of the production of pneu. 
matosis intestinalis is favoured by the authors. This 
theory presupposes a break in the integrity of the mucosa 
due either to overdistension of the intestine by gas or to 
localized infection of the mucous membrane. With the 
increase of the intraluminal pressure, gas is forced through 
the defect in the mucosa into the intestinal wall and tends 
to accumulate beneath the serosa. When the dissecting 
gas reaches the retroperitoneal region it may spread 
rapidly over extensive areas, the extent and direction of 
the spread being governed by the arrangement of perito- 
neal planes and attachments. The gas does not escape 
into the peritoneal cavity unless a break occurs in the 
peritoneum. The accumulation of gas may produce 
invagination of the mucosal and muscular coats of the 
intestine. With progressive accumulation of gas 
sufficient reduction of the lumen may occur to produce 
partial or even complete intestinal obstruction. The 
majority of cases have been localized to the ileo-caecal 
region. 

Radiographically the condition is characterized by the 
presence of translucent areas (gas) lying within the 
contour of the normal bowel. A barium meal fails to 
fill the lumen of the bowel. Relatively radiotranslucent 
filling defects are thus produced. These defects are 
inconstant and are situated between-the barium which 
fills the lumen of the intestine and the outer limit of the 
intestinal wall. When the gas escapes into the retro- 
peritoneal space its configuration is determined by the 
resistance of the tissues with which it comes in contact. 
It may sometimes give the impression of free intraperi- 
toneal gas, but radiographs taken in the lateral position 
show that the gas is not free. The treatment is deter- 
mined by the primary pathological condition. If 
obstruction is present and observation shows a failure of 
resolution, surgical intervention is indicated. 

One case of pneumatosis intestinalis with extension of 
the gas into the retroperitoneal spaces and into the layers 
of the diaphragm is reported. No definite cause of the 
condition could be established. The initial symptoms of 
intestinal obstruction gradually subsided and surgical 
intervention was unnecessary. A, 


90. True Lateral Positioning of Lumbar Spine and 
Pelvis 

K. G. BoyLanp. Radiography [Radiography] 13, 
44, April, 1947. 1 fig. 


91. Guide to Positioning 
G. L. HARDMAN. Radiography [Radiography] 13, 42-43, 
April, 1947. 5 figs. 
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92, Atherosclerosis and Arteriosclerosis in Dogs 
following Ingestion of Cholesterol and Thiouracil 

A. STEINER and F. E. KENDALL. Archives of Pathology 
[Arch. Path., Chicago] 42, 433-444, Oct., 1946. 4 figs., 
21 refs. 


After a review of the methods employed to induce 
hypercholesterinaemia in various laboratory animals, 
the authors describe some experiments in dogs in which 
thyroid activity was modified by thiouracil. Four adult 
dogs were given a daily diet of 200 g. of minced beef and 
180 g. of a prepared food for a preliminary control period 
of 8 weeks. This was followed by a similar period on 
this diet with the addition of 0-5 g. thiouracil daily for 
the first 4 weeks, later increased to 0°8 g. daily. The 
experiment proper then began, in which 10 g. of crystalline 
cholesterol in 40 ml. of cottonseed oil was added daily 
to the diet of 3 out of 4 dogs. The fourth dog continued 
to receive thiouracil. After a while it was necessary to 
increase the thiouracil to 1-2 g. daily in order to maintain 
the high level of the blood cholesterol. The animals 
were weighed each week, and weekly serum-cholesterol 
estimations were carried out by a modified Schoenheimer- 
Sperry method. Complete blood counts were done every 
2 months. After 14 months the dogs were killed and 
examined. 


Graphic illustrations of the results are given. 


Thiouracil itself produces a rise in blood cholesterol, 
which remains below 500 mg. Addition of cholesterol 
and cottonseed oil effected enormous increases, the 
maximum level obtained being well above 2,000 mg. per 


100ml. Necropsy and histological findings are described 
in detail. The control dog which received thiouracil 
only had no hypercholesterinaemia and no arterial 
lesions. The other 3 dogs had hypercholesterinaemia 
of varying severity and duration which was found to 
run parallel to the extent and severity of the arterial 
lesions. The latter included foam-cell infiltration of the 
intima (atherosclerosis) with fibrosis, hyalinization, and/or 
calcification (arteriosclerosis). (The abdominal aorta and 
ovarian, thyroid, and other vessels were affected. The 
distribution of the lesions closely simulated that in man, 
as opposed to that in experimental hypercholesterinaemia 
in rabbits (aortic arch and thoracic aorta), and the 
authors feel that hypercholesterinaemia is probably one 
of the many factors concerned in the pathogenesis of 
human atherosclerosis. R. B. T. Baldwin 


93. Reciprocal Effects of Natural Immune Bodies from 
Chickens and Ducks on Variants of a Sarcoma Virus 

F. DuURAN-REYNALS and J. W. KinG. Cancer Research 
[Cancer Res.] 7, 21-25, Jan., 1947. 11 refs. 


In previous papers Duran-Reynals and his colleagues 
described the adaptation of the Rous fowl sarcoma I to 
growth in ducks with a concurrent variation of the tumour 
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agent described as a change from “ chicken virus” to 
“duck virus”. Chicken virus produces tumours in 
ducklings within 24 hours of hatching but not thereafter, 
and duck virus produces tumours in chickens less than 
8 days old. Previous observations showed that both 
chickens and ducks, with advancing age, developed 
resistance against their own viruses. The present paper 
records observations on the capacity of normal sera from 
chickens and ducks to neutralize extracts of Rous sarcoma 
and of duck variants of that tumour. Tumour extracts 
and sera were mixed in various combinations and the 
mixtures tested in chickens and in ducklings. Duck 
sera annulled the power of duck tumour extracts to 
produce tumours in ducks, but did not prevent these 
extracts from producing tumours in chickens and did not 
impair the activity of extracts of chicken tumours as 
shown either in chickens or in ducklings. Fowl sera, 
however, annulled the activity of extracts of duck tumours 
as well as of fowl tumours, the effect being demonstrable 
by tests on both chickens and ducklings. 

The authors conclude that the resistance of ducks to 
duck virus is attributable to natural immune bodies in 
the blood, but that their resistance to chicken virus is a 
species resistance acquired soon after birth and not 
correlated with serum antibodies. The resistance of 
chickens both to chicken virus and to duck virus seems 
to be humoral. Humoral resistance is far less effective 
than species resistance. In these experiments the 
presence of immune body in the serum indicates an actual 
or potential susceptibility to the corresponding virus, 
but the development of the antibodies soon after birth 
is unexplained. It is suggested that in the antigenic 
change which accompanies the change of chicken virus 
into duck virus the virus acquires new “ duck ”’ receptors. 
Chicken antibody still acts on these receptors as well as 
on chicken receptors, so that chicken serum neutralizes 
both duck virus and chicken virus. Duck antibody acts 
only on the new duck receptors, and therefore neutralizes 
duck virus but not chicken virus. In order to account 
for the infectivity of mixtures of duck virus with duck 
serum for chickens but not for ducks, it is presumed that 
duck virus retains some chicken receptors, not neutralized 
by duck antibody, which enable the virus to infect 
chickens; these receptors, however, must be somewhat 
altered because the infectivity for chickens is much less 
than that of the original chicken virus. L. Foulds 


94. Further Evidence for Successive Stages in the 
Formation of Neoplasms 

H. P. Ruscu and B.*E. Kune. Archives of Pathology 
(Arek. Path., Chicago] 42, 445-454, Oct., 1946. 22 refs. 


This is an experimental study of the factors concerned 
in carcinogenesis, assuming that cancer formation is not 
a continuous single process but a series of biological 
changes. Two theories prevail as to the exact role of 
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the various factors necessary for tumour formation: 
(1) that the carcinogen first changes normal tissue into 
neoplastic cells and then stimulates the proliferation of 
such cells; and (2) that the carcinogen is a sensitizing 
agent, itself non-carcinogenic, which prepares the cell 
for subsequent carcinogenic action by its own metabolic 
derivatives. 

In this investigation 6 groups of 40 young adult 
albino mice received twice-weekly applications of 0:3% 
methylcholanthrene in benzyl alcohol or wool fat and/or 
1% croton oil to the skin between the shoulder blades. 
The experimental period was divided into two, so that 
various combinations of treatment could be made as 
follows: 


Group First period, Second period, 
4 months 3 months 

1 Methylcholanthrene * in | Same as first period. 
benzyl alcohol. 

2 Methylcholanthrene in | Same as first period. 
wool fat. 

3 Méthylcholanthrene in | Methylcholanthrene 
wool fat. in benzyl alcohol. 

4 Methylcholanthrene in | Croton oil in benzyl 
wool fat. alcohol. 

5 Methylcholanthrene + Same as first period. 
croton oil in wool fat. 

6 Methylcholanthrene in | Methylcholanthrene 
benzyl alcohol. in wool fat. 


* Methylcholanthrene was used as a 0-3% and croton oil 
as a 1% solution in all cases. 


No sex difference in results was observed. The con- 
trol dose of methylcholanthrene in benzyl alcohol was 
adequate, as all the mice of group 1 had tumours at the 
end of the seventh month and most of the growths were 
malignant. When, however, the carcinogen was dis- 
solved in wool fat (group 2) the development of tumours 
was retarded but not prevented and the incidence of 
malignant tumours was reduced. In group 3 the 
carcinogen in wool fat was applied during the first 
period and no tumours appeared, but when the carcinogen 
in benzyl alcohol was applied in the second period 92% 
of tumours occurred. Two explanations are possible: 
(a) that the carcinogen in wool fat induced the formation 
of tumour cells but failed to stimulate these cells to 
proliferate because of the inhibiting effect of wool fat, 
the stimulus being provided when the wool fat was 
replaced by benzyl alcohol in the second period; (6) that 
wool fat retarded the breakdown of methylcholanthrene, 
which thus acted as a sensitizing agent only in the first 
period, the metabolic derivatives of the hydrocarbon 
being liberated in the second period. Group 4 was 
designed to test this point, a non-specific irritant (croton 
oil) being used in the second period. The influence of 
croton oil was similar to, but not as pronounced as, that 
obtained when the hydrocarbon was used in the second 
period, but its effect was considered sufficient by the 
authors to conclude that explanation (a) was the more 
likely to be correct. 

To test whether the anticarcinogenic action of wool fat 
is due to its ability to neutralize the “ irritating ” effect 
of the hydrocarbon and croton oil, mice of group 5 
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received a solution in wool fat of methylcholanthrene 
and croton oil during both periods. No enhancement of 
carcinogenic effect over group 2 was obtained, altho 
this would be expected in the absence of wool fat. Jp 
group 6 the mice received the carcinogen in be 
alcohol during the first period and in wool fat during the 
second period; a slight inhibiting effect compared with 
group 1 was demonstrated. 

In a fairly long discussion of the factors involved the 
authors divide the sequence of biological changes cop. 
cerned in the evolution of cancer into three somewhat 
arbitrary phases: 

1. Period of Induction.—Includes the period of genesis 
of the neoplastic cell or cells from normal but not the 
multiplication of these cells. May be preceded by a 
period of pre-neoplasia during which the tissues become 
biased toward forming neoplastic cells, but the authors 
do not accept Mottram’s (J. Path. Bact., 1944, 56, 391) 
observation of sensitization by non-carcinogens such as 
croton oil. Thus this period may in certain circumstances 
be divided into two phases: pre-neoplasia and genesis, 

2. Period of Reversibility or Critical Period.—During 
this phase there are so few neoplastic cells present that 
they must compete with the healthy cells for nutriment, 
It is assumed that during this phase some tumour cells 
proliferate, some remain quiescent, and others succumb, 
This concept is supported by evidence of a latent period 
under certain conditions of carcinogenesis; for example, 
when a carcinogen is applied to the skin for a period 
short of that necessary to induce tumours, and on 
resumption of application even after periods up to 4 
months, a heavy crop of tumours occurs. The authors 
contend that the influence of forces responsible for the 
realization of tumours is most pronounced during the 
critical period. 

3. Period of Regression.—The period when the neo- 
plastic cells have gained ascendancy over the forces 
which hold them in control. All grossly perceptible 
tumours are probably in this phase. G. M. Bonser 


95. Primary Carcinoma of the Liver in the Duck 
J. G. CAMPBELL. Nature [Nature, Lond.] 158, 711-712, 
Nov. 16, 1946. 3 figs. 


Multiple discrete green tumours were found in the 
livers of 11 out of 49 ducks examined post mortem during 
1944-6; none was found in 21 ducks examined during the 
preceding 4 years. Histologically the tumours were 
“ hepatocellular carcinomata”’ and “ cholangiocellular 
carcinomata”’, both types being present in 1 duck. 
Secondary tumours were found in kidney and ovary. 

L. Foulds 


96. Growth of Avian Tumours Other than the Rous 
Sarcoma in the Anterior Chamber of the Guinea-pig Eye 
E. W. Surictey, H. S. N. Greene, and F. Duran- 


REYNALS. Cancer Research [Cancer Res.] 7, 15-20, 


Jan., 1947. 13 figs., 9 refs. 


Fragments of five avian tumours were transplanted 
into the anterior chamber of the eye in guinea-pigs. The 
tumours comprised two fowl sarcomata of spontaneous 


orig 
—0l 
The 
istic 
cha 
do; 
day 
97. 
thre 
Pat 
E 
cell 
ané 
lar} 
sin 
grc 
ott 
tur 
reg 
kai 
98 
W 
21 
ca 
be 
is 
Ww 
in 
Ir 
S) 
le 
| | 
d 


RP? 


PATHOLOGY 31 


origin and three sarcomata induced by methylcholanthrene 
_one in a fowl, one in a guinea-pig, and one in a pigeon. 
The fragments grew temporarily, retaining their character- 
istic histological structure, but did not fill the anterior 
chamber as similarly transplanted mammalian tumours 
do; in general, regression was evident after 10 to 20 
days. L. Foulds 


97, Experiments on the Spread of Neoplastic Cells 
through the Respiratory Passages 

J, FurtH. American Journal of Pathology [Amer. J. 
Path. 22, 1101-1108, Nov., 1946. 10 figs., 3 refs. 


Epithelial surfaces of the respiratory tract are not 
safe barriers against the dissemination of neoplastic 
cells. -Carcinoma cells instilled into the nostrils of lightly 
anaesthetized mice reached the lungs and produced 
large tumours. Leukaemic cells of a lymphoid strain 
similarly introduced produced fatal leukaemia with no 
gross pulmonary changes. Leukaemic cells of four 
other strains (two myeloid and two lymphoid) produced 
tumour-like pulmonary infiltrations, with spread to 
regional lymph nodes terminating in generalized leu- 


kaemia.—[Author’s summary.] » 


98. Needle Biopsy of the Liver 

W. D. Davis, R. W. Scott, and H. Z. LUND. American 
Journal of the Medical Sciences [Amer. J. med. Sci.} 
212, 449-461, Oct., 1946. 8 figs., 19 refs. 


An analysis of 88 biopsy specimens from liver puncture 
carried out on 79 patients in the Cleveland City Hospital 
between 1939 and 1945 has shown that the procedure 
is justified. Although 9 of the patients complained of 
pain following the operation and 1 of epistaxis, there 
were no serious consequences, and subsequent necropsy 
in 18 cases confirmed that no gross damage had resulted. 
In the first 3 years an ordinary large-bore needle and 
syringe were used with only moderate success, but the 
special Silvermann and Roth-Turkel needles adopted 
later gave better results. Out of 53 cases in the later 
period, 38 biopsies were successful in establishing a 
diagnosis or confirming a clinical impression. 

J. B. Duguid 


99. Permeability Alterations in Disease 

R. R. OveRMAN. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.) 31, 1170-1173, Nov., 1946. 
1 fig., 9 refs. : 


Measurement of the extracellular fluid volume by 
using the thiocyanate method in monkeys infected with 
malaria shows a progressive increase of this volume 
during the course of the disease. Before infection 
extracellular fluid measured 16-6 to 28-8% of the body 
weight. After infection the amount of fluid available 
for diluting the thiocyanate was 50 to 66% of body weight. 
This represents the total body fluid of the animal. The 
conclusion is that thiocyanate is also diluted by the 
intracellular fluid, so that the extracellular fluid volume 
can no longer be measured by this method. This implies 
an altered permeability of the cell membrane. Measure- 


ments of extracellular fluid have been made in patients 
with cerebrospinal meningitis and bacteriaemia. Such 


“measurements have also shown apparent increases of 


extracellular fluid. It may be that by this method the 
altered cellular permeability is being measured rather 
than increases of extracellular fluid. The decrease of 
blood sodium and increase of blood potassium reported 
in patients with high temperatures tends to confirm this 
explanation. Alan Kekwick 


100. The Comparative Efficiency of Various Liver 
Function Tests in Detecting Hepatic Damage Produced in 
Dogs by Xylidine 

J. L. Svirpety, A. R. Monaco, and W. C. ALForRD. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med. 31, 1133-1143, Oct., 1946. 2 figs., 21 refs. 


Seven adult female dogs weighing from 5-1 to 8 kg. 
were exposed for approximately 6 hours daily to a 
vapour-air mixture of xylidine, CgH;(CH3),.NHg. It 
produced pre-cirrhotic to cirrhotic changes in the liver. 
Various liver function tests were done once a week, with 
the following results in order of their efficiency. (1) The 
bromsulphalein retention test was found to be the most 
sensitive and consistent of those studied. Abnormal 
retention was shown in the second to fourth week. 
(2) The rose Bengal retention test closely paralleled the 
bromsulphalein test but was less desirable owing to the 
difficulties in measuring dye concentration in the pre- 
sence of varying degrees of turbidity. It was found 
necessary to use the plasma as the blank in the spectro- 
photometer. (3) The bilirubin retention test was less 
sensitive and more erratic than either of the dye tests. 
Generally, abnormal retentions were not observed until 
1 week after the dye tests had indicated liver injury. 
(4) In the absence of normal values for individual 
subjects the serum phosphatase test was less conclusive 
than the dye retention tests in making an early diagnosis 
of liver damage. (5) Without supporting evidence the 
increase noted in the prothrombin-time ratio during the 
first 3 weeks was not sufficient to be conclusive. A 
marked increase in this ratio was usually noted before 
death. This test was also technically more difficult. 
(6) The test for urinary urobilinogen did not appear to 
be as sensitive or as reliable as the bromsulphalein 
retention test. Considerable variation existed among 
the dogs as regards the time required for excreting high 
amounts of urobilinogen. Useful information can be 
obtained only by daily analysis of 24-hour samples of 
urine. (7) In 4 dogs the icterus index rose above normal 
values early in the exposure period. The results in others 
were less conclusive. (8) The van den Bergh reaction 
and (9) estimations of the fibrinogen and albumin: 
globulin ratio were of little value in detecting early signs 
of liver damage. 

The authors find that this order of efficiency of the 
various tests agrees with the results obtained by Neefe 
and his associates (J. clin. Invest., 1944, 23, 836) in liver 
damage produced in human subjects by administration 
of yellow-fever vaccines, and with the findings of Drill 
and Ivy (ibid., 1944, 23, 209) in carbon-tetrachloride- 
poisoned dogs. K. K. Cheng 
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101. The Effect on the Chick Embryo of the Simul- 
taneous Inoculation of Stool, Streptomycin, and Penicillin 
J. H. HopGes. Science [Science] 104, 460-461, Nov. 15, 
1946. 10 refs. 


Suspensions of stool, clarified by light centrifugation, 
can be inoculated in the amniotic cavity of chick embryos 
if penicillin and streptomycin are added. About half 
the embryos so inoculated will survive without contamina- 
tion. This observation may be of value in the attempted 
isolation of viruses from cases of enteritis. 

A. J. Rhodes 


102. The Antigenicity of Alkali-treated Bovine Serum 
Protein 
L. A. KAZAL, R. J. DEFALCo, and L.E. ARNow. Journal 
of Immunology [J. Immunol.] 54, 245-251, Nov., 1946. 
9 refs. 


In 1909 Gideon Wells (J. infect. Dis., 6, 506) drew 
attention to the changes in the antigenic reactions of 
proteins that could be produced by treatment with 
alkalis, and since that date a considerable amount of 
investigation on the subject has been carried out. In 
recent years efforts have been directed towards the 
production of a _ non-toxic non-antigenic ‘“* blood 
substitute ” from bovine serum. 

Previous work by the authors showed that bovine 
serum treated with normal: alkali for 8 hours was no 
longer toxic but was still antigenic, and the present report 
is a record of an extension of this work. Proteins isolated 
from bovine serum solutions were exposed at room 
temperature to normal alkali for periods of 1, 2, 4, 8, 12, 
18, and 24 hours and their antigenicity and toxicity 
investigated. With increased exposure to the alkali 
the protein lost first its power of specific antibody 
production, then its antigenic capacity, although its 
combining pewer was retained. Finally the combining 
power disappeared, so that it was completely non- 
antigenic. It is of interest to note that after the 24-hour 
treatment with alkali the preparation still gave a positive 
reaction for cystine but sulphydryl groups could not be 
detected. This suggests some possible association be- 
tween the sulphydryl group and protein antigenicity. 
Simultaneously with the loss of antigenicity a toxic factor 
appeared in the preparation. It would therefore seem 


that the preparation of blood substitutes from bovine 
serum by this method is not feasible. 


H. J. Bensted 


103. Modifications of Mueller’s Medium for Rapid 
Diagnosis of C. diphtheriae 

M. Lev, B. W. VoLk, F. P. HEsser, and E. B. TUCKER. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 17, 44-53, Jan., 1947. 8 figs., 4 refs. 
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104. Staphylococcus aureus in Cows’ Milk: The 
Results of Phage-typing 

A. MacDonaLp. Monthly Bulletin of the Ministry of 
Health and the Emergency Public Health Laboratory 
Service [Mon. Bull. Min. Hlth) 5, 230-233, Oct., 1946, 
3 refs. 


Staphylococcus aureus is common in milk, but human 
infections have seldom been traced to this source, and 
reports of milk-borne staphylococcal food-poisoning are 
rare. Tests of routine samples of accredited milk showed 
that some 32% contained Staph. aureus, as demonstrated 
by the spreading of a constant volume on a blood agar 
plate. In some duplicate tests 0-02% sodium azide was 
incorporated in freshly made blood plates to inhibit the 
growth of Gram-negative bacteria. Pre-incubation for 
16 hours before plating increased the proportion of 
positives to over 50%. On direct plates 26°% of positive 


samples showed more than 1,000 such organisms per ml. : 


Comparison between coagulase-positive Staph. aureus 
from milk and from human sources showed no significant 
differences as regards mannitol fermentation, gelatin 
liquefaction, or haemolysis on rabbit-blood agar. Several 
milk strains were virulent to the rabbit. 

Phage typing, as described by Wilson and Atkinson, 
showed that the great majority of milk strains belong 
to their type 42D. Thirty-four strains from cases of 


_bovine mastitis were all of this same type. Of 8 positive 


swabs from the hands of dairy workers 5 also were of this 
phage type, as were corresponding milk samples taken at 
the same time and 5 of 7 staphylococcal strains from 10 
other dairy workers with superficial hand lesions. In 
1 case a hand swab producing a type 7 strain was associ- 
ated with the same type in the milk drawn. It is not clear 
whether cattle are the main source of phage type 42D, 
but in Norfolk the great majority of milk strains and of 
those from cases of bovine mastitis belong to this type, 
and the same type has been reported as responsible for 
two outbreaks of food-poisoning caused by ice-cream, 
though milk was not suggested as the source of the 
contamination. 

[The nomenclature of staphylococcal phage types 
should be clarified. ‘“‘ Type 42D” is not among those 
listed by Wilson and Atkinson, but is referred to by 
Williams et al. and by the author. It would thus appear 
to be a more recently defined type or an original type 
(? 2D of Wilson and Atkinson) under a new name.] 

G. T. L. Archer 


105. Investigation into the Serology of Beta-haemolytic 


Streptococci. (Preliminary Report.) [In English] 


K. E. THULIN and G. VAHLNE. Acta Pathologica et 


Microbiologica Scandinavica [Acta path. microbiol. 
scand.] 23, 484-488, 1946. 


106. Notes on H. parapertussis 

R. CRUICKSHANK and R. Knox. Monthly Bulletin of the 
Ministry of Health and the Emergency Public Health 
Laboratory Service [Mon. Bull. Min. Hlth] 5, 233-234, 


Oct., 1946. 2 refs. 


A proportion of cases of whooping-cough are caused 
by Haemophilus parapertussis. Owing to the apparent 
absence of cross-protection between H. pertussis and 
H. parapertussis, knowledge of the relative incidence of 
the two is of special importance where whooping-cough 
vaccine is being evaluated, and the inclusion of H. 
parapertussis might become necessary in the vaccine 
should this organism prove to be a frequent cause of the 
disease in Great Britain. The organism can be dis- 
tinguished from H. pertussis by its more luxuriant growth 
and dark olive-green colour, with blackening of the 
medium on Bordet-Gengou plates. Growth on simple 
laboratory media also occurs on subculture. Serologic- 
ally the organisms can be differentiated, for while there is 
éross-agglutination with H. pertussis, absorbed sera can 
be made monospecific, and complement-fixation tests 
will distinguish the infections. G. T. L. Archer 


107. Non-agglutinating Antibody in Human Antisera 
to Sh. shiga and S. typhi 

W. T. J. MorGAN and H. Scuutze. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 27, 286-293, 
Oct., 1946. 34 refs. 


The presence of an antibody which, while not capable 
of agglutinating its specific organism, unites with the 
bacterial cell and then reacts with anti-y-globulin serum, 
has been observed in.a series of normal and anti-Shiga 
and anti-typhoid human sera. The titre of such anti- 
bodies may be as much as 64 times that of the correspond- 
ing ordinary agglutination titre. Such amplification of 
titre is usually greater in the immune than in the 
non-immune serum.—[Authors’ summary.] 


108. Storage of Pneumococcus Strains. [In English] 

E. Morcu. Acta Pathologica et Microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 23, 407-411, 1946. 
6 refs. 


Before the description by Flosdorf and Mudd of 
bacterial preservation by vacuum drying of frozen 
cultures, various methods have been advocated for 
preservation of pneumococci: (1) blood and portions of 
organs from infected mice have been dried and stored in 
a desiccator; (2) cultures in Truche medium (Ann. Inst. 
Pasteur, 1912, 26, 1) have been mixed with gelatin and 
the tubes stored in the refrigerator; (3) cultures in rabbit 
serum have been covered with liquid paraffin and stored 
at 37° C. 

The author compares the effects of drying by Flosdorf 
and Mudd’s method with the older method of desicca- 
tion of serum-broth cultures inoculated with infected 
blood, with mouse (half) spleens, and with mouse (half) 
hearts. After 15 months, 2 of 4 strains showed no growth 
from any of the material dried by the simple method. 
A proportion of specimens of two other strains yielded 
growth after this period. [This result compares badly, 
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however, with a previous series of dried cultures, 50% of 
which yielded growth after 7 years.] The material dried 
by the Flosdorf and Mudd method was examined after 
storage for 15, 21, 24, and 30 months. The cultures 
were viable in every instance except where there was 
evidence of leakage of the ampoules. Almost 50% of 
the spleen and heart preparations were also positive 
during the whole experiment, about 30% being positive 
after 30 months. With regard to the gelatin method of 
storing, it was found that serum—broth can be employed 
instead of the Truche medium. The latter consists of 
peptone Chapoteaut 4%, sodium chloride 0°5%, and 
glucose 0:2% in water. Pneumococci are best stored 
as serum-broth cultures dried by the Flosdorf and Mudd 
method. G. T. L. Archer 


109, Studies of Antipneumococcal Serum. Vi. Changes 
in Complement-fixing Activity of Rabbit Sera during 
Periods of Immunization, Rest, and Reimmunization 

C. E. Rice. Journal of Immunology [J. Immunol] 54, 
261-265, Nov., 1946. 8 refs. 


Type I antipneumococcal sera obtained by immunizing 
rabbits show combining activity with Type I pneumo- 
coccal polysaccharide and complement-fixing capacity 
running roughly parallel. During immunization the 
complement-fixation titre rose progressively as judged 
both by the amount of complement fixed and by the 
amount of antigen required for maximum fixation by 
given amounts of serum. Whatever the titre of the 
serum, the relationships between serum and complement 
and between serum and antigen were approximately 
linear. C. L. Oakley 


110. Studies of Antipneumococcal Serum. . VII. Com-. 
plement-fixing Activity of Fractionated Rabbit Serum 

C. E. Rice and G. R. Sickies. Journal of Immunology 
[J. Immunol.] 54, 267-274, Nov., 1946. 8 refs. 


The complement-fixing activities of fractions of one 
pooled normal and three pooled antipneumococcal 
rabbit sera (Types 2, 3, 7) have been studied quantitatively 
in the presence and absence of homologous type-specific 
carbohydrate antigen. Considered in relation to total 
nitrogen content, the water-insoluble globulin was, of 
these fractions, the most anticomplementary; the 
concentrated water-soluble globulin fraction had about 
the same degree of anticomplementary activity as the 
original serum; the albumin fraction had a negligible 
effect on complement. In titrations of the activities of 
the various fractions of antipneumococcal sera with 
homologous type-specific carbohydrate, a somewhat 
better agreement was noted between W, the maximally 
reactive dose of antigen, and 7, the amount of antibody 
nitrogen present, than between 7 and K’, the number of 
units of complement required for 50% haemolysis. 
Although individual preparations differed in this respect, 
this observation suggested that the procedures of fraction- 
ation might have affected the combining activity of 
antibody with antigen less than its complement-fixing 
capacity in the presence of the same antigen.—[Authors’ 
summary.] 
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111. Mode of Origin of Sulphonamide-resistant Strains 
in B. dysenteriae Flexner 


F. H. Stewart. Journal of Hygiene [J. Hyg., Camb.] 
45, 28-32, Jan., 1947. 13 refs. 


As is well known, Bacterium coli mutabile grown on a 
solid medium containing lactose and neutral red produces 
variants which appear as red lactose-fermenting papillae 
or daughter colonies on the white non-lactose-fermenting 
parent colonies. In this paper the analogy is drawn 
between this mode of variation and the manner in which 
Shigella flexneri when grown on a solid medium con- 
taining a sulphonamide produces strains resistant to that 
drug. “Lab lemco” agar without peptone was the 
medium used, and the strains of Shigella flexneri were 
purified by serial plating. The sulphonamides employed 
were sulphanilamide, sulphaguanidine, sodium sulph- 
acetamide, sodium sulphapyridine, and sulphathiazole. 
The degree of drug resistance or susceptibility was 
estimated largely from the size of colonies, but was 
confirmed by seeding the bacteria on cultures of increasing 
drug concentration until growth was not visible at 
24 hours. 

Points of resemblance between the mode of origin of 
sulphonamide-resistant strains of Shigella flexneri and 
the characteristic variation of Bact. coli mutabile as 
described were: strains of Shigella flexneri grown on 
sulphonamide-containing medium produced papillated 
colonies in about 4 days; the highest proportion of 
sulphonamide-resistant strains was found in _ these 
papillae, while no variants were found in the growing edge 
of colonies; reversion to sulphonamide-susceptibility did 
not occur on sulphonamide-free media. The author 
concludes that the variation is a direct and heritable 
response to the chemical stimulus. It was also found that 
strains of Shigella flexneri resistant to sulphanilamide or 
sulphaguanidine 1 in 10,000 are only partially resistant 
to sulphathiazole 1 in 100,000 and to sodium 
sulphapyridine 1 in 10,000. T. D. M. Martin 


112. Studies on the Reversibility of the Antigen—Anti- 
body Reaction. II. The Disaggregation of Agglutinated 
Pneumococci Exposed to Homologous Polysaccharide 

M. C. Morris and H. V. Karr. Journal of Immunology 
[J. Immunol. 54, 315-324, Nov., 1946. 4 figs., 6 refs. 


When Type III pneumococci are agglutinated with 
Type III antiserum capsular swelling occurs as well as 
agglutination; if agglutinated bacteria are washed and 
treated with Type III polysaccharide (SIII) capsular 
swelling is reversed. This paper attempts to decide 
whether agglutination is also reversed under these 
conditions. Using the number of colonies developing 
on solid media from a constant volume of washed 
resuspended sensitized pneumococci as evidence of the 
degree of aggregation, the authors show that addition 
of Type III polysaccharide to sensitized Type III pneu- 
mococci leads to disaggregation of the clumps accom- 
panied by reversal of capsular swelling. The amount of 
SIII necessary to produce this effect depends on the 
amount of antibody used to sensitize; if agglutination 
occurs in the region of gross antibody excess the clumps, 
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though small, require large amounts of SII] to disaggr 
them. Disaggregation has been detected as early a 
1 minute and is marked by 3 minutes. Treatment of 
sensitized Type III pneumococci with SXIV did not leaq 
to disaggregation or reversal of capsular swelling, 

C. L. Oakley 


113. The Immunochemistry of Toxins and Toxoids, 
II. The Preparation and Immunologic Evaluation of 
Purified Tetanal Toxoid 

L. PiLLemer, D. B. GrossBerG, and R. G. Wi 


TTLER, 
Journal of Immunology [J. Immunol.) 54, 213-224, Nov,, 
1946. 21 refs. 


Tetanus toxoid may be purified 300 times in terms of 
Lf/mg. nitrogen, with complete retention of antigenicity, 
by the following procedure: 


Chill tetanus toxoid to 1° C., adjust to pH 4-8 with ice. 
cold acetate buffer, chill to —5° C., and add, with constant 
Stirring, methanol to a final concentration of 40%. 
the temperature below —1° C. during the addition of the 
first half of the methanol, then cool to —5° C., and keep the 
liquid at that temperature while the remaining methanol 
is added. Allow to stand for 12 to 16 hours at —5° C., then 
collect the precipitate by centrifugation at —5° C. Dissolve 
the precipitate to »; of the original volume in 0-15 M sodium 
acetate at —3°C., adjust to pH 4-9 with acetic acid, and 
dilute with an equal volume of ice-cold water; then ina 
bath cooled to —5° C. add an equal volume of methanol 
chilled to —20° C., keeping the temperature below —5°C. 
Stand overnight at this temperature, collect precipitate by 
centrifuging at —5° C., dissolve to 1‘; of the original volume 
in ice-cold 0-15 M glycine containing 0-006 phosphate 
buffer at pH 7:4. Store at —25°C. or dry from the frozen 
state to remove methanol. Dissolve when required to #5 of 
the st volume in distilled water, filter through Hormann 
“ Sterilflo ’’ D-8 pads; the filtrate may be stored frozen or 
at 2°C., or dried from the frozen state or used for alum- 
precipitation. 

To produce alum-precipitated toxoid, add to two volumes 
of purified toxoid (200 Lf/ml.) one volume of alum previously 
adjusted with sodium hydroxide to give a pH of 5-2 when 
mixed with toxoid. Centrifuge, wash precipitate with 0-9% 
saline, and finally suspended in 0-3 M glycine buffered to 
PH 6:2. Dry, if required, from the frozen state. 


The antigenicity of the preparations is determined by 
immunizing mice with one intraperitoneal injection of 
antigen. After 3 weeks in the case of animals injected 
with toxoid, or 6 weeks in that of those injected with 
A.P.T., the animals are tested with 5 to 10 M.L.D. of 
tetanus toxin, and the antigenic value of the material 
tested is estimated from the percentage of animals 
surviving. Ten Lf of toxoid gave good protection; 
6 Lf or less, relatively poor protection. Purified toxoids 
and alum-precipitated toxoids keep without change’ at 
2° C. for 5 months. Purified toxoids keep for 1 month 
at 37° C., while after 2 weeks at this temperature the 
antigenic power of A.P.T. is increased. Purified tetanus 
toxoid does not give rise to anaphylaxis. 

C. L. Oakley 


114. The Growth of Bacterial Colonies and their 
Viable Population 

A. Mayr-HartTInG. Journal of Hygiene [J. Hyg., Camb.] 
45, 19-27, Jan., 1947. 2 figs., 16 refs. 
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115. Further Experimental Studies on the Role of the 
Cells as Antibody Producers 

M. BJORNEBOE, H. GoRMSEN, and F. LUNpQuist. Journal 

of Immunology (J. Immunol.] 55, 121-129, Feb., 1947. 

2 figs., 23 refs. 


The authors, who write from the State Serum Institute, 
Copenhagen, in three previous papers have reported 
investigations providing suggestive evidence of the anti- 
pody-forming activity of plasma cells. The present 
paper deals with further studies on the relation of 
plasma cells to antibody production by means of anti- 
body assays of extracts of tissues of rabbits after intensive 
immunization with polyvalent pneumococcal vaccine. 
It was previously noted that in rabbits hyperimmunized 
in this way a pure and often massive plasma-cell infiltra- 
tion of the adipose tissue of the renal pelvis was prone to 
occur, whereas only an occasional diffuse and scanty 
plasma-cell infiltration of the retroperitoneal adipose 
tissue was observed. 

Male white rabbits were immunized with vaccine 
consisting of equal amounts of formalin-killed pneu- 
mococci of 8 types; 410° pneumococci were injected 
intravenously on alternate days for 1 to 8 months. The 
animals were bled to death under ether anaesthesia and 
the tissues for examination were immediately removed. 
Extracts were then prepared from these and other tissues, 
the frozen tissue being ground thoroughly and extracted 
twice with 2 to 5 times the tissue weight of saline. Haemo- 
globin content was determined after precipitation with a 
half volume of saturated ammonium sulphate solution 
in order to obtain a rough estimate of the amount of 
blood present, and hence of antibody protein not pro- 
duced in the tissue under investigation. Quantitative 
chemical estimation of agglutinins was performed by the 
method described by Heidelberger and Kabat (J. exp. 
Med., 1934, 60, 643). Tissues were also removed for 
histological examination. 

The amount of antibody protein of lungs, liver, kidneys, 
muscles, thymus, and lymph nodes not attributable to 
the blood content was found to be from 5 to 14% of the 
serum content. In the case of the renal pelvic fat the 
figures varied from 0 to 38% with a mean of 20% of the 
serum value. Retroperitoneal fat gave figures of 0 to 
12% with a mean of 4%. Histological examination 
showed a few scattered plasma cells in the retroperitoneal 
fat of 3 animals, a moderate plasma-cell proliferation in 
1 animal, and no plasma cells in 5 animals. In the pelvic 
fat diffuse plasma-cell proliferation was found in all 
animals and massive proliferation in 3 animals. Besides 
plasma cells only lymphocytes were seen, representing 
about 10% of the number of plasma cells. 

The authors conclude that the significant difference 
between the antibody-protein content of the extracts of 
tenal pelvic fat and of retroperitoneal fat cannot be 

ascribed to anything but the pronounced plasma-cell 
infiltration and accompanying slight lymphocytic 
infiltration. They consider that the weight of evidence 
suggests that the plasma cells are responsible for the high 
antibody-protein concentration in the fat of the renal 
pelvis and advance the hypothesis that antibodies are 
produced by plasma cells. A. Henderson-Begg 


116. The Elimination of Human Reaction-producing 


-Material from Horse-derived Antiserums: An Electrical 


Method 

E. Carpone. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 31, 829-836, Aug., 1946. 
1 fig., 12 refs. 


The author describes a method of removing reaction- 
producing substances from immune sera. The first 
stage is electrodialysis. The apparatus used consists of 
a bath containing the antiserum, in which a number of 
cellulose tubes are immersed. These are filled with tap 
water; each contains an electrode consisting of a zinc 
cylinder filled with tap water with an insulated platinum 
wire running through the centre. The electrodes are 
arranged in two groups in parallel, each being connected 
respectively to the positive and negative terminals of the 
D.C. mains by means of the platinum wire. The serum 
to be processed is adjusted to pH 5-1 and diluted 34 
times; sodium chloride is added to a final concentration 
of 0:5% and the serum is placed in the bath. Current 
is switched on and adjusted to 60 mA. with a potential 
difference of 90 V. across the electrodes. When the pH 
has risen to 7-2 the serum is removed, re-adjusted to pH 
5-1, and dialysed against running water at 15° C. for 6 
days. The pH is once more adjusted to 5-1, ammonium 
sulphate is added to 30% saturation, and the serum is 
kept overnight at room temperature. The supernatant 
fluid is collected and brought to 50% saturation with 
ammonium sulphate. The precipitate which forms is 
recovered on hardened paper, dried by pressing, re- 
dissolved, and dialysed until salt-free; sodium chloride 
is added to a concentration of 1% and the solution is 
sterilized by filtration. Six days of dialysis are required 
in order to eliminate reaction-producing substances 
completely; sera tested clinically after 5 days’ dialysis 
still produced reactions. Dialysis alone without pre- 
vious electrical treatment does not remove the reaction- 
producing substances. 

Twelve samples of pneumococcal antiserum, which 
produced pyrexia when inoculated into rabbits, were 
treated as above, and on re-test had lost their reaction- 
producing properties. Six samples were further tested 
clinically, and produced no significant reactions. Anti- 
meningococcal sera were processed similarly for the 
purpose of concentrating them [no information is given 
about their reaction-producing properties]. Anti- 
scarlatinal globulin was also treated; the incidence of 
serum reactions in 68 patients given the processed 
material was 38%, but it is claimed that reactions were 
milder than those produced by unprocessed material. 

[There is no mention of the theoretical consialerations 
which led to the development of the electrical treatment; 
it is merely assumed that reaction-producing substances 
are adsorbed on to proteins and are rendered dialysable 
by the electrical process.] D. J. Bauer 


117. The Growth of Clostridium septicum and its 
Inhibition 

F. J. Ryan, L. K. ScHNemDER, and R. BALLENTINE. 
Journal of Bacteriology [J. Bact.] 53, 417-434, April, 
1947. 4 figs., 43 refs. 
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118. The Etiology of Intermittent Oesophageal Regur- 
gitation and Haematemesis in Infants 

W. G. Wy.ure and C. E. Fiecp. Archives of Disease in 
Childhood [Arch. Dis. Childh.] 21, 218-224, Dec., 1946. 
5 figs., 18 refs. 


Six infants of ages from 1 month to 18 months were 
examined because of apparently effortless, often blood- 
stained, vomiting. The bleeding was considered to 
originate from inflammation or actual ulceration in the 
lower end of the oesophagus. The clinical picture is 
given as vomiting or regurgitation during or between 
feeds, beginning at or near birth, with periods when the 
vomit is blood-stained or streaked, sometimes brown, 
sometimes bright red. There is apathy with a strained 
look and crying before the vomit, suggesting pain. 
Body weight is low and the gains slow and irregular. 
Anaemia, and occult blood in stools may be found. 
Sometimes the infant seems relatively normal. Endo- 
scopy shows a lax atonic oesophagus with, at the lower 
end, angry red rugae bleeding easily, or a clear-cut ulcer. 
The junction of oesophageal and gastric mucous mem- 
brane may be abnormally high. X-ray screening of a 
barium swallow shows an easy descent into the stomach 
with regurgitation into the oesophagus during inspiration 
especially in the supine position, and manual abdominal 
pressure may cause regurgitation into the mouth. Spasm 
above an ulcer or below it at the oesophageo-gastric 
junction may simulate stricture, and a genuine stricture 
is sometimes present. Ocsophagitis with haemorrhage 
may occur without spasm. Normal controls of com- 
parable age show a spindle-shaped bolus halting above 
the diaphragm level before entering the stomach and 
no return into the oesophagus in the supine position 
even after pressure on the abdominal wall. 

Cases in the literature are cited where the syndrome is 
associated with congenital short oesophagus and partial 
thoracic stomach, the oesophagus being the site of 
congenital stenosis, stricture, or ulcer. Smarting or 
burning pain behind the sternum during eating or drink- 
ing or induced by bending forward or lying down, and 
vomiting during recumbency, suggest a short oesophagus. 
The mechanisms of closure at the cardia suggested in the 
literature are discussed. Oesophagitis and oesophageal 
ulceration can be caused by regurgitation of acid gastric 
contentsnto the lower oesophagus. The authors favour 
a lax cardia or cardiac incompetence as the cause of 
regurgitation in these cases. Ocsophagitis has been 
described (Bartels) in the debilitated. subject with an 
oesophagus of normal length; hyperacidity, islands of 
ectopic gastric mucosa, and a congenital short oesophagus 
have also been implicated. 

All the authors’ cases were under expected weight. 
In 4 of the 6 cases, x-ray examination after barium swallow 
showed regurgitation with oesophageal dilatation; in 1 
the appearance was normal; in 1 the lower oesophagus 
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was stenosed. Endoscopy in 5 cases showed redness and 
easy bleeding, without ulceration in 2; with ulceration 
and stenosis in 1; 1 showed a high oesophageo-gastric 
junction well above the diaphragm (short oesophagus), 
One examined 23 years after cessation of vomiting was 
normal. A fractional test-meal in 4 of 6 cases revealed 
no hyperacidity. Anaemia was moderate in 3, slight 
in 1, absent in 2 cases. No special treatment is suggested, 
In 3 children who were followed up until they were over 
3 years old vomiting had ceased. 

The authors draw attention to the possibility of an 
oesophageal cause for haematemesis in infants, and show 
the need for a barium swallow, especially where vomiting 
in recumbency and any suggestion of retrosternal pain 
raise the question of a congenital short oesophagus. 

A. W. Franklin 


119. A Sex-linked Type of Gargoylism. [In English] 
A. Acta Paediatrica [Acta paediatr., Stockh.) 33, 
267-286, Dec. 30, 1946. 4 figs., 20 refs. 


The main features of gargoylism and case histories of 
6 children suffering from this condition are described. 

Case 1.—A boy, aged 4 years, admitted to the Paediatric 
Department of the Rikshospitalet, Oslo, in 1945, had the 
physical appearance characteristic of gargoylism, an 
enlarged liver and spleen, and a kyphosis with radiological 
abnormality of the lower thoracic vertebrae and of the 
lower ribs; the fourth and fifth fingers on each hand were 
flexed and could not be extended; he was mentally 
retarded. Blood cholesterol was 180 mg. per 100 mi. 
The unusual feature of this patient was that his eyesight 
was good; he was somewhat deaf. In his father’s family 
there were some mentally defective nephews and nieces, 
who, however, were not of unusual appearance. In the 
mother’s family there had been several children similar to 
this one. 

Case 2.—The brother of the first patient’s mother died 
in the paediatric ward in 1914. He was noticed to be 
abnormal at 1 year of age. He was 94 years old when 
admitted to hospital, mentally defective, deaf, and con- 
sidered a cretin, although he showed no response to 
thyroid treatment. Both the photograph and clinical 
description suggest gargoylism. There is no note of 
the state of the cornea or spine. The liver and spleen 
were both greatly enlarged; there was limitation of 
movement of several joints including the fingers, which 
tended towards claw-hand. At necropsy all the bones 
were greatly thickened; the brain was large with marked 
hydrocephalus; the thymus was very large, extending 
down to the diaphragm. 

Case 3.—The younger brother of the patient in Case 2 
was admitted to the paediatric ward at the age of 4. He 
was thought to be a cretin at 2 years of age, but thyroid 
caused no improvement. At the time of admission his 
general appearance was like that of a cretin; the liver 
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was palpable but not the spleen, and he was discharged 
with this diagnosis. He was re-admitted at 7 years of 
age, when both liver and spleen were much enlarged. 
There is no note about his height or about the spine or 
cornea, but he had fingers like claws. He died at home 
aged 10 years. 

Case 4.—The patient, who was the maternal cousin of 
the patient in case 1, was said to resemble the other 3, 
and a photograph confirms this. He grew increasingly 
dull mentally and died in 1942, aged 11 years. 

Case 5.—A boy, aged 14 years, the maternal cousin of 
the patients in cases 1 and 4, was backward mentally, with 
typical features, clear cornea, and kyphosis in the upper 
lumbar region with atypical radiological deformity of L2. 
Liver and spleen were much enlarged, and mobility of 
the shoulder-joints limited. 

Case 6.—A female child, aged 44 years, was not 
related to the other patients. This child again had the 
typical features of a gargoyle, including radiological 
changes and bilateral opaque cornea. Blood cholesterol 
was 232:5 mg. per 100 ml. 

Opaque corneae have been considered an essential 
feature of gargoylism, but, since the original description 
several patients with normal corneae have been described 
and accepted as true gargoyles. Not all gargoyles are 
dwarfs; 3 of the present patients were of normal height. 
Only 1 patient had no kyphosis but was otherwise typical. 
Interesting features at necropsy were the enlarged brain 
with hydrocephalus, the greatly thickened and sclerosed 
skull, and the wide sella turcica. Gargoylism is thought 
to be due to a recessive hereditary factor. In one family 
the distribution of cases indicates a sex-linked recessive 
factor, males only being affected, and the disease being 
transmitted by a healthy mother. The original couple 
were healthy. Of their children, 3 (possibly 5) of the 
boys are affected, while 1 is definitely unaffected, and 
possibly 3 are unaffected. Five daughters are healthy, 
but 3 of them have sons who are gargoyles; of the 
Temaining 2 one has a daughter only and one no children. 
It is considered justifiable to subdivide gargoylism into 
two types: the one a sex-linked recessive form in which 
the corneae are clear as in the series described here, and 
the other a non-sex-linked type in which the corneae are 
opaque. Insupport of this theory it seems, from a review 
of the literature, that the cases with normal corneae have 
all been males, whereas the other type is seen in both 
males and females. The existence of the two types, one 
of them sex-linked, would also explain the preponderance 
of males among gargoyles as a whole. Mary J. Wilmers 


120. Determination and Role of Allergic Antibodies in 
Cases of Dyspepsia and Poisoning in Infants. (Uber den 
Nachweis und die Bedeutung allergischer Antikérper 
bei den Sauglingsdyspepsien und Intoxikationen) 

M. Frospenius and G. GRUNHOLZ. Medizinische Klinik 
{Med. Klinik] 41, 439-443, Oct., 1946. 8 refs. 


A plea is made for the investigation of cases of infantile 
gastro-enteritis and marasmus with regard to a possible 
allergic basis, which is often overlooked. A skin test 
and the Prausnitz-Kiistner test will establish the diagnosis. 

There are two kinds of antibodies against milk, egg 


albumen, and wheat in the serum of eczematous children 
—a physiological and a pathological. Woringer states 
that the former occurs in sick and healthy children; the 
latter only in eczematous children. The former (B) is a 
physiological immune body; the latter (A) an allergic 
antibody. These antibodies are clearly distinguishable 
by a complement-fixation test and by the Prausnitz- 
Kiistner reaction (P.K.R.). The details of the allergy— 
antibody A reaction are not clear. Urticaria occurs 
with the simultaneous presence of allergy and antibody A. 
In the presence of A in the skin this reaction is produced 
by the introduction of minimal doses of allergen into the 
skin. Thus, in the skin test, cow’s milk or egg-white 
diluted 1 in 100 is injected intradermally, with a normal 
saline control and a test dose of histamine. With a 
positive result the wheal produced enlarges to the size of 
the histamine wheal within 10 minutes. 

The P.K.R. if positive is proof of the presence of A 
in the serum. This test enables us to convey antibody A 
to healthy persons and provides proof of its presence 
in the patient’s serum. The serum (0-2 ml.) is injected 
intradermally into a healthy subject, and 24 hours later 
a wheal is made close by with the suspected substance. 
In positive reactions the allergy—antibody A reaction 
occurs, and an urticarial wheal appears in 20 to 
30 minutes. 

Acase is described in which severe symptoms resembling 
shock repeatedly followed the smallest milk feeds given 
to a 2-month-old infant. The P.K.R. was positive for 
the infant’s blood, and the skin test was also positive. 
After recovery these tests were negative, showing a 
connexion between clinical and serological findings. In 
a second case the P.K.R. test became negative while the 
skin test remained weakly positive. A third case was 
desensitized successfully by Freeman’s method, the 
P.K.R. becoming negative. A fourth patient, positive 
to a wheat test, recovered on a diet of oatmeal. The 
authors point out that symptoms may be either acute 
and dramatic, resembling those of anaphylactic shock, 
or insidious. The latter is the commoner form. De- 
sensitization, which may be attempted in cases with © 
prolonged symptoms, can be dangerous. It is possible 
only in infants, since in them monovalent allergies are 
usually present. Mary Edwards 


121. The Alleviation of Pylorospasm and Colic in 
Infants by Reducing the Volume of the Food Intake per 
Feeding 

A. S. Brackett. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.] 19, 155-169, Dec., 1946. 6 figs., 
9 refs. 


The author believes that pylorospasm (gastric colic) 
and intestinal colic occur in infants with small gastric 
and intestinal capacity, but does not adduce experimental 
proof of his theory. However, he describes the successful 
treatment of a large number of such cases with frequent 
small feeds of high calorie value, and cites 20 case histories 
in brief. He recommends 2-hourly feeds, up to ten in 
24 hours, if this number is necessary to enable the infant 
to take sufficient food and fluid; the results quoted are 
uniformly successful. Five to 10 minutes at the breast 
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every 2 hours, this being changed to a 3-hour interval 
after a few weeks, is the recommendation for breast-fed 
babies, and for the artificially fed the author favours a 
mixture containing equal parts of evaporated milk and 
water, with added sugar, the daily total again being 
divided into ten feeds. Extra water may be given between 
feeds and “ atropine and small doses of ‘ luminal’ are 
advisable ’’ [details not stated], but chief reliance is 
placed on small feeds. Vomiting and colic are said to 
be readily evoked by increasing the volume of feeds after 
these symptoms have been stopped by the recommended 
routine. M. Baber 


122. Retardation of Growth in Diabetes Mellitus. 
(Tillvaxtrubbning vid diabetes mellitus) 

E. Sk6Lp. Nordisk Medicin [|Nord. Med.| 33, 25-29, 
Jan. 3, 1947. 10 figs., 20 refs. 


Retardation of growth in 10 diabetic children (7 boys 
and 3 girls) is considered. The retardation was first 
observed 24 to 7 years after the start of the disease, 
usually in the patient’s ninth year. Puberty was delayed: 
in 1 girl menstruation did not occur until she was 164 
years old; and all the cases displayed hypogonadism, 
and partial or total absence of secondary sex characters. 
In 6 boys and 1 girl the liver was enlarged; 5 patients had 
kidney disorders which had not been observed before the 
retardation of growth set in; body weight lay within 
normal limits, though it was somewhat on the high side. 
One patient died at the age of 22 of malignant nephro- 
sclerosis and a post-mortem examination was carried out. 
The pituitary was found to be hypoplastic (0-42 g.) with 
numerous chromophobe and very few basophil cells. 
An agglomeration of epithelial cells the size of a pin- 
head was observed—an early pituitary-stalk tumour. 
The testes weighed only 2:8 g., the epithelium being 
undeveloped and spermatogenesis absent. The thyroid 
was hypoplastic and the liver weighed 2,900 g. The 
author concludes that juvenile diabetes accompanied by 
the retardation of growth, delayed sexual development, 
infantile psyche, and usually hepatomegaly constitutes a 
clear-cut syndrome. He suggests that it tends to occur 
in individuals who develop diabetes before their ninth 
year, is more common than is generally supposed and 
(on the basis of the one necropsy) is due to pituitary 
dysfunction. B. Nordin 


123. Kala-Azar in Infancy 
J. E. Desono. Proceedings of the Royal Society of 
Medicine (Proc. R. Soc. Med.] 40, 155-159, Feb., 1947. 


In this paper, which was given at the Royal Society of 
Medicine, the author reviews 200 consecutive cases of 
kala-azar in infants in Malta. He includes children up 
to 8 years, and remarks on the association with canine 
leishmaniasis, making a comparison with areas outside 
the Mediterranean where kala-azar is commoner in 
adults and dogs are not infected. There are no features 
to distinguish the condition in infants from that found in 
adults. The symptoms and signs are correlated with the 
underlying pathology in a description of the infection. 
The author suggests that 2 years may pass between 
infection and the full development of the disease, and 
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discusses the difficulties of diagnosis during this period, 
Splenic puncture is still regarded as the most certain 
diagnostic method, and from his experience of 2,000 cases 
the author considers that the risks have been much 
exaggerated. Clinically the most suggestive sign is the 
double and even treble daily rise in temperature, which js 
seen with 2- or 4-hourly records. Careful clinical ang 
blood examinations should readily exclude other causes 
of splenomegaly. As regards treatment, the substitution 
of “‘ neostam ”’ in 1940 for the then unobtainable “ neostj- 
bosan ”’ has resulted in a fall in the relapse rate from 
20 to 35%. Neostam is always given intravenously, 
by the jugular vein in infants, and this route is regarded 
as less likely to produce antimony fastness than the 
intramuscular one employed for neostibosan. Stilba- 
midine was ineffective when tried in Malta. The author 
does not calculate the dose according to weight in young 
children, since they require relatively more than older 
ones. He gives an initial dose of 0-05 g., increasing this 
by 0-05 g. (or 0-025 g. under 1 year or in debility) until 
intolerance is reached. The average dose was 0-10 to 
0-15 g. under 1 year, 0-2 to 0-25 g. under 2 years, and 
0-3 g.inolderchildren. He gave 16 injections irrespective 
of early improvement, but did not exceed this amount, 
save that a second course was given with slightly higher 
doses if splenomegaly and positive splenic puncture were 
still found after an interval of 2 months. The injections 
were given thrice weekly, and most of the patients were 
treated as out-patients. Iron and vitamins were given in 
all cases, strict oral hygiene was insisted upon, and blood 
transfusions were given when haemoglobin fell under 
40%. Penicillin has no specific effect on leishmaniasis 
but is invaluable in intercurrent bronchopneumonia and 
with blood transfusion in cancrum oris. There were 3 
deaths in this series of 200. J.J. Keevil 


124. Clinical and Experimental Study of Torulosis. 
(Sur la torulose. Etude clinique et expérimentale. (A 
propos d’un cas observé chez un enfant atteint de 
lymphogranulomatose maligne)) 

R. Desre, M. Lamy, C. Lesiois, J. Nick, —. GRUMBACH, 
and E. NorMAND, Annales Paediatrici [Ann. Paediat., 
Basel] 168, 1-33, Jan., 1947. 15 figs., 105 refs. 


Infection by yeasts can occur in early life, especially 
as a complication of malignant lymphogranuloma. The 
authors give a very full report of the case of a boy of 12 
first admitted to hospital in 1938 with a year’s history 
of fatigue, apathy, anorexia, and wasting. Painless large 
glandular swellings were present in the neck; the liver 
was slightly enlarged and the spleen much enlarged, hard, 
andirregular. The left patella was thickened and tender, 
and radiographs showed irregular lacunae in it. Blood 
counts revealed a severe normochromic anaemia and 
leucopenia. The myelo-erythroblastic ratio in the bone 
marrow was 1:1 instead of 2:1. Coagulation time 
was much prolonged. Mediastinal adenopathy was 
demonstrated radiologically. A diagnosis of Hodgkin’s 


disease was made. Biopsy of a node showed disorganiza- 
tion, fibrosis, and Sternberg cells but no eosinophils. 
The condition improved, and the patient was discharged, 
but was readmitted a few weeks later with syncopal 
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attacks, paroxysmal headaches, and photophobia. 
Examination at this time showed a small ulcerated 
tumour, the size of a pea, on the left side of the chin. 
Sphincter incontinence, tonic convulsions, semi-coma, 
papilloedema, and signs of meningeal irritation then 
developed. Lumbar puncture gave a turbid fluid under 
a pressure of 20 mm. containing 20 mg. of albumin and 
640 mg. of chloride per 100 ml., and numerous round or 
oval non-nucleated bodies. On cultivation the yeast 
Torula histolytica was grown. At necropsy, in addition 
to typical lymphogranulomatous changes, there were 
many white punctiform formations in the pia mater and 
brain. Biopsy of the cutaneous tumour of the chin 
showed infiltration with yeast granules, and post-mortem 
- sections revealed them in abundance in the lungs, and in 
the heart muscle, liver, spleen, kidneys, and meninges. 
Torula histolytica is widely distributed in nature. 
Most authors believe that it gains entrance into the 
human organism by the respiratory tract. Clinical 
manifestations are very variable, but the organism always 
shows a special affinity for the nervous system and usually 
gives rise to signs of meningitis. In most cases there is 
no fever or leucocytosis. Chronic examples are usually 
mistaken for cerebral tumours. Apart from surgical 
measures for local lesions all treatment is ineffective, but 
penicillin has not yet been tried. Animal experiments 
showed that mice and guinea-pigs were capable of being 
infected with the organism, but that dogs, rabbits, sheep, 
monkeys, pigeons, and hens were immune. There was 
no evidence of the formation of an exotoxin. Torulosis 
complicating lymphogranulomatosis has been recorded a 
good many times. A causal relationship has been 
suggested, but this case does not favour such an hypo- 
thesis, as the yeast was obviously a secondary invader. 
It was not demonstrated in the original biopsy, and post- 
mortem sections showed torulosis lesions and lympho- 
granulomatous nodules side-by-side but quite inde- 
pendent of each other. J. Vernon Braithwaite 


125. Fatty Infiltration of the Liver in Patients with 
Mongolism and in Children with Hydrocephaly and Micro- 
cephaly 

E. C. Roos—N-RUNGE. American Journal of Pathology 
[Amer. J. Path.] 23, 79-91, Jan., 1947. 8 figs., 12 refs. 


This is the first recorded report on the pathology of the 
liver of mongols and describes the appearances of 43 
such livers. The material was fixed in 10% formalin and 
frozen, and paraffin sections were made of each; the 
stains used included haematoxylin and eosin, Sudan IV, 
Heidenhain’s azocarmine-aniline blue, Mallory’s triple 
stain, and Giemsa’s stain. The series was controlled by 
examination of the livers of 49 mentally deficient patients 
of comparable age so far as was possible. On the whole, 
livers were smaller than normal, although wide variation 
occurred, and to the naked eye many livers appeared to 
be fatty. Microscopically two main features were noted— 
fatty changes and fibrosis—both of which tended to 
occur in patients above 2 years of age. Typically the 
fatty change was most marked around the portal vessels, 
but great variation in amount and distribution was noted. 
In the controls essentially similar changes were found. 


Fibrosis, again periportal in distribution, was less fre- 
quent than fatty changes. It was quite mild and never 
gave rise to a nodular cirrhosis. Degenerative changes 
occurred in about half the cases and took the form of 
swelling of the cells, necrosis and nuclear degeneration 
being rare. Congestion usually appeared secondarily to 
fatty and fibrotic changes, except in 12 cases below the 
age of 2 years where these features were absent. Three 
of these cases showed severe congestion and pericentral 
haemorrhagic necrosis. 

The cause of the fatty change obviously was not 
chronic alcoholism; nor was it due to tuberculosis, for 
although half the cases died from this disease, so did the 
controls. Obesity resulting from a fatty diet was 
eliminated, as the patients were fed on a well-balanced 
diet. The change from the average general underweight 
of the mongolian infant to the general overweight takes 
place during the second year, and it is at this time that 
the livers begin to get fatty, suggesting that the underlying 
cause is essentially metabolic. Experimentally, extirpa- 
tion of the thyroid and pituitary in dogs produces a 
mongolian type of liver, and it is believed that the pro- 
duction of such livers is due to the hyperthyroidism and 
hyperpituitarism which are characteristic of mongolism. 
Similar changes were seen in the livers of several of the 
controls in which conditions producing brain pressure 
were found—hydrocephalus, microcephalus, and cystic 
disease. Two of these had severe damage to the 
infundibulum, again suggesting some sort of “ centre” 
of control of fat metabolism of the liver. Adrenal 
insufficiency is suggested as the cause of the haemorrhagic 
lesions in the groups under 2 years of age, as similar 
changes occur ig adrenalectomized dogs. 

R. B. T. Baldwin 


126. Chorionic Gonadotrophin in the Treatment of 
Disturbances of Development in Childhood and Adolescence. 
Preliminary Report. [In English] 

R. Lurt. Acta Paediatrica [Acta paediatr., Stockh.) 33, 
211-229, Dec. 30, 1946. 6 figs., 63 refs. 


The author discusses the use of chronic gonadotrophin 
(“ pregnyl’’) and its effects on undescended testes, 
hypogonadism in boys, pituitary dwarfism, and sperma- 
togenesis. He claims that injections of pregnyl will aid 
descent or show whether descent of a testicle is possible, 
and will make easier the operation of orchidopexy at a 
later stage. The side-effects of pregnyl are acknowledged; 
these include early onset of puberty, the development of 
an adult psychology, and stimulation of testicular 
maturation and spermatogenesis. Successful descent of 
the testis after use of pregnyl is, however, uncommon. 
This agrees with the results achieved in Great Britain, 
where it is generally considered inadvisable to give 
pregnyl for undescended testis. The results of its use 
about the time of puberty in hypogonadism in boys and 
in pituitary dwarfism are encouraging, but obviously 
a great amount of investigation is needed before the use 
of hormones is at all standardized. W. G. Wyllie 


127. Study of Fifty Cases of Enuresis 
A. D. VoGELSANG. Journal of Urology [J. Urol.] 56 
584-587, Nov., 1946. 5 refs. 
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128. Relation of Gas Tension and Hydrostatic Pressure 
to Intravascular Bubble Formation 
W. D. McELroy and A. H. WHITELEY. American 


Journal of Physiology {Amer. J. Physiol.| 147, 19-27, 
Sept., 1946. 15 refs. 


The cause of the “ bends ’’, or caisson disease, has been 
recognized since the days of Paul Bert to be the formation 
of gas bubbles in the body, occurring when divers or 
airmen are subjected to sudden decompression. Haldane 
and the Oxford school demonstrated that if the excess of 
atmospheric pressure does not exceed 1} atmospheres 
there is complete immunity from symptoms, and that it 
is as safe to diminish the pressure rapidly from 4 to 2 
atmospheres or from 6 to 3 as from 2 to 1 atmosphere. 
This demonstration was of great practical importance, 
for it made possible the modern method of rapid decom- 
pression of divers by stages. Haldane and his colleagues 
worked with goats, and their results were found to be 
applicable to man. The present authors used cats and 
obtained essentially similar results, demonstrating again 
that it is in the last stage of decompression that the danger 
arises and that adequate time must be allowed at each 
stage. Thus no bubble formation usually occurs when 
cats are decompressed from 2 to 1 atmosphere, but, if 
the cats are first subjected to a pressure of 7 atmospheres 
for 2 hours and then retained for only 14 hours at 2 
atmospheres, bubbles appear on decofnpression to 1 
atmosphere. 

In one respect the authors fail to confirm Haldane’s 
work. He suggested that muscular exercise during 
decompression would help to eliminate bubble formation. 
Direct experiment shows, however, that this is not so, 
exercise causing a more rapid appearance of bubbles 
though not, apparently, an increased incidence. The 
results indicate that during decompression from high 
pressures exercise has a beneficial effect, but that it 
should not be employed at low pressures. 

Raymond Greene 


129. A Reaction following Intrabronchial 
Instillation of Lipiodol in Bronchial Asthma 

S. I. Kooperstein and H. E. Bass. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
56, 569-576, Nov., 1946. 8 figs., 9 refs. 


Aslight exudative reaction usually occurs about deposits 
of lipiodol in the healthy lung. This occurrence is 
harmless in the clinical sense. In 3 out of 40 cases of 
asthma investigated by lipiodol bronchography there 
followed an acute febrile reaction and evidence of pul- 
monary infiltration. Sensitivity tests in these 3 cases 
seemed to incriminate the lipiodol, or more precisely its 
iodine portion, as the agent responsible for the acute 
pulmonary manifestations. The interval between the 
instillation of the lipiodol and the onset of pneumonia 
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showed a resemblance to the “ delayed reaction” of 
serum sickness. Inpatients who are to undergo broncho.- 
graphy the authors stress the importance of testing the 
skin for an allergic response to lipiodol. A. Orley 


130. Histamine Antagonists. VI. Comparative Anti- 
histaminic Activity of some Ethylenediamine Drugs in the 
Guinea Pig 

S. FRIEDLAENDER, S. M. FEINBERG, and A. R. FEINBERG, 
Journal of Laboratory and Clinical Medicine [J. Lab. clin, 
Med.] 32, 47-50, Jan., 1947. 7 refs. 


In previous experiments the authors found that 
histamine injected intravenously into the penile vein of 
adult male guinea-pigs produced 100% mortality when 
given in a dose of 0-4 mg. per kilo; smaller doses failed 
toachieve this. The antihistaminic effects in “* benadryl” 
(a benzhydryl ether of dimethylaminoethanol), “ anter- 
gan” (N-phenyl-N benzyl-N’-dimethylethylenediamine), 
** pyribenzamine ”’ (differing from antergan only in the 
substitution of a pyridyl for the phenyl ring), and 
“* neoantergan ’’ (differing from pyribenzamine in the 
addition of a methoxy group on the benzyl ring) were 
tested by giving a standard non-toxic amount, 3 mg. per 
kilo, intraperitoneally 15 minutes before the histamine. 
By the administration of increasing doses of histamine to 
successive groups of guinea-pigs protected by one of these 
substances, the minimum dose required to produce 
100% mortality was found. 

The results were: benadryl, 2-0 mg. per kilo (6 pigs); 
antergan, 2-4 mg. (9 pigs); pyribenzamine, 15 mg. 
(10 pigs); and neoantergan, 50 mg. (10 pigs). Thus, of 
these substances benadryl and antergan have approxi- 
mately the same antihistaminic effect, pyribenzamine being 
approximately seven times more effective than benadryl 
and neoantergan twenty-five times more effective than 
benadryl. Preliminary studies did not show such a 
marked difference in the anti-anaphylactic activity of 
these compounds; further experiments are being carried 
out to clarify this apparent discrepancy. 

D. A. Williams 


131. Rhinitis Medicamentosa 

C. F. Lake. Proceedings of the Staff Meetings of the 
Mayo Clinic (Proc. Mayo Clin.] 21, 367-371, Sept. 18, 
1946. 7 refs. 


Rhinologists have been aware for many years that 
the excessive use of nasal vasoconstrictors leads to 
difficulty with nasal function. The author gives the 
name “ rhinitis medicamentosa ” to the nasal condition 


resulting from this abuse of nasal drops. The patient - 


has usually started using nasal drops for “ sinus 
trouble ” and has found that in time stronger drops are 
necessary to give relief and that these must be put in the 
nose every 2 or 3 hours. Over-treatment of short 
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duration causes moderate congestion of the turbinates; 
when such treatment is prolonged the nasal mucosa 
appears pale and boggy and has the appearance character- 
istic of allergic rhinitis. Patients advised to stop using 
yasoconstrictors should be warned that for 3 or 4 days 
the nose will be more stuffy than usual, but by the end of 
a week, provided there is no mechanical obstruction, 
breathing will be free. The author quotes Kully (J. 
Amer. med. Ass., 1945, 127, 307), who stated that “ if 
vasoconstriction is severe and prolonged a reversal 
reaction ensues in the form of a secondary vasodilatation 
involving the deeper venous sinuses more than the 
subepithelial vasculature. This accounts for the fact 
that the mucosa remains blanched Kully also stated 
that the secondary vasodilatation is due either to an 
active vasodilator in the drug or to fatigue of the con- 
strictor mechanism. The use of vasoconstricting agents 
is sometimes justifiable. The author suggests that if 
rapidly vasoconstricting agents are not to be used in most 
instances, nasal tampons moistened with a 25% solution 
of “ argyrol ’’ (argent. proteinat. mitis) are satisfactory. 
W. A. Mill 


132. Sensitivity to Liver Injections. 

(133 
N. Lass. Harefuah [Harefuah] 31, 174-175, Nov. 15, 
1946. 8 refs. 


This is a report of 3 cases of allergic reaction to liver 
injections—one in a woman, 34 years old, with pernicious 
anaemia; the other two in patients treated for general 
debility. The reactions of the first patient, 15 minutes 
after the fifth injection, were the appearance of a wheal, 
and erythema spreading quickly over the whole body and 
face, with palpitation, weakness, and urticaria. The 
last symptom, in a milder form, persisted for 3 weeks. 
No other allergic change was noted. Similar sequelae 
occurred in a 12-month-old baby. A man aged 48 had 
pruritus after the second injection of liver extract; the 
third injection, with a different brand, caused a severe 
attack of asthma, the only one he has ever experienced. 

Skin tests in the patient with anaemia were positive 
up to a dilution of 1 in 100. The Prausnitz-Kiistner 
reaction proved positive in 3 of the 5 persons on whom the 
test was carried out; control tests with saline and serum 
were negative. An attempt was then made to desensitize 
the patient. In the first place it was necessary to decide 
if the particular organ from which the extract was made 
was responsible, or whether the patient had a specific 
Sensitivity to the animal from which the liver was obtained. 
It is rare to find sensitivity to the liver of all animals 
indiscriminately; as a rule the allergy is to a specific 
animal protein or the intermediate compounds arising 
in the manufacture of the preparation. A patient of 
Rowe’s was sensitive to the liver of cow, pig, and sheep 
but not to that of chicken. In the present case muscle 
extracts of camel and horse gave a negative result, and 
it was therefore concluded that it was the organ per se 
that was responsible. The patient was given daily 
injections of diluted liver extract, starting with 0-1 ml. 
diluted 1 in 100; the ninth injection was of 0-1 ml. 
undiluted. At the twelfth injection the dose was in- 
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creased to 0:2 ml. of undiluted extract, and this was 
followed by extensive erythema. At the twenty-sixth 
injection she was given the full therapeutic dose of 2 ml. 
of undiluted extract without reaction, and the urticaria 
caused by the first injection also disappeared. This 
patient had had two previous courses of liver treatment 
6 and 2 years ago respectively, but no untoward reaction 
had occurred during either course. 

In no case did disturbances arise after the first injection, 
but only after a number of injections had apparently 
been borne well. In severe cases of sensitivity adrenaline 
is recommended together with the liver extract. 

B. Baneth 


133. Experimental and Clinical Study of Recent 

Antihistamine Drugs and their Effect in Allergic Diseases. 

(Experimentelle og kliniske Undersogelser over nyere 

Antihistaminica og deres Virkning ved llergiske . 
Sygdomme) 

P. H. NEXMAND and O. Sy.vest. Ugeskrift for Leger 

[Ugeskr. Leg.] 51, 1419-1424, Dec. 19, 1946. 5 figs., 

13 refs. 


The authors describe 16 tests (several on themselves) 
and their first clinical trials (11 cases) of the anti- 
histaminic and anti-allergic effects of dimethylamino- 
ethylbenzaniline, which was introduced by Halpern in 
1942 under the name of “ antergan”’. The preparations 
used were “ lergitin and amidryl which were given 
by mouth in tablet form in doses of 150 to 300 mg. of 
“antihistamine substance”. In about half an hour 
this produced giddiness, slight dulling of consciousness, 
restlessness, mild palpitations, sensation of pressure in 
the epigastrium, and dryness of the mouth, all of which 
passed off in 2 hours. Gastro-intestinal upsets were 
common unless the drug was taken after meals. One 
patient was intolerant, but another took 800 mg. a day 
for a fortnight without any untoward effects. The 
authors stress their impression, gained from the Swiss, 
French, and American literature, that the drug is highly 
unreliable in action, as regards both therapeutic and side 
effects, several authors having reported completely 
opposite results in different cases of the same disease. 

To test the power of the drug to counteract the effects 
of histamine, and allergic phenomena and itching in 
man, the following reactions were observed before and 
for 14 to 2 hours after doses of 150 to 300 mg. of 
“* antihistamine substance ”’: (1) skin reactions to 0-1 ml, 
of 1 in 1,000 histamine hydrochloride intradermally 
(5 subjects); (2) positive skin tests in allergic persons, 
read 20 minutes after the injection of 0-01 ml. of test 
solution (3 subjects); (3) the Prausnitz-Kiistner reaction 
(1 subject); (4) dermatographia (4 subjects); (5) nettle- 
stings (3 subjects). There was no evidence of the drug’s 
having an objective effect on any of these reactions as 
judged by the size of the wheals. The authors did not 
confirm the observations of Gordonoff (Schweiz. med. 
Wschr., 1944, 74, 693) and of Sciclounoff and Junet 
(Rev. méd. Suisse rom., 1943, 63, 570) that the drug 
would prevent the whealing, reddening, and itching 
arising from an injection of histamine. The subjective 
effect on the test persons was, however, quite definite, 


f 
); 
of 
i- 
g 
yl 
n 
a 
of 
d 
e 
3, 
it 
n 
it 
iS 
e 
rt 


42 


or much less marked after taking the drug. 
The clinical trials cover only 11 cases, 2 of them pro- 
bably non-allergic (1 of pruritus ani and 1 of prurigo in 
pregnancy); brief notes are given in each case. The 
doses of “‘ antihistamine substance ” given varied from 
100 to 400 mg. daily, except for 1 case which had 600 to 
800 mg. a day for a fortnight. In 2 cases of urticaria 
the rash disappeared after doses of 200 mg. a day but 
returned whenever the drug was withdrawn; a third 
patient, however, became much worse and had to be 
treated with adrenaline. The single case of asthma also 
got worse, but 2 cases of hay fever with positive skin 
reactions to grasses became symptom-free on 300 to 
400 mg. a day even in the presence of the offending grass. 
Two cases of flexural eczema and 1 each of angioneurotic 
oedema and pruritus ani were unaffected. The prurigo 

. in graviditate responded rapidly to 100 mg. a day. 

The authors conclude that the beneficial effect on 
symptoms and the subjective improvement are due to 
a decrease in the subjective sensitivity of the body to the 
antigen-antibody reaction and not to any effect on the 
reaction itself, except perhaps in the case of urticaria, 
where the giving of the drug led to objective changes— 
that is, the disappearance of the rash. They do not 
consider the drug a direct histaminolytic agent. 

A. M. M. Wilson 


134. Histamine and Antihistaminic Agents. Their 
Experimental and Therapeutic Status ; 

S. M. Fetperc. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 702-713, Nov. 23, 
1946. 7 figs., 136 refs. 


It is generally agreed that the cause of anaphylactic 
shock and, probably, of allergic conditions is the release 
of histamine in the tissues. In the first part of this 
paper the author describes the earlier attempts to lessen 
the toxic effects of this substance—by inducing tolerance 
by repeated small injections of it, by the use of histamine- 
azoproteins or of the enzyme histaminase—and concludes 
that there is no proof of the efficacy of any of these 
methods. Next he gives an account of the first true 
antihistaminic agents employed; substances, that is, 
which will compete with histamine for the cell receptors, 
and so prevent its action. These, he shows, failed on 
the grounds of too high toxicity, whether amino-acids, 
as histidine, cysteine, or arginine, or the synthetic 
compounds made by Fourneau, certain phenolic ethers, 
and certain derivatives of ethylenediamine. He admits 
the clinical justification for the use of the sympathomi- 
metic drugs, but justly denies that they are true anti- 
histaminic agents, as they do not affect the chemical or 
immunological processes concerned in allergy. 

More recently two new compounds have been intro- 
duced in France—“ antergan ” (N-phenyl-N-benzyl-N’- 
dimethylethylenediamine) and “ neoantergan” (N-p- 
methoxybenzyl - N - « - pyridyl - N’ - dimethylethylene- 
diamine). The author summarizes the published 
accounts of their actions in animals and man, and gives 
his own experience with the latter drug. This proved 
very effective in saving guinea-pigs from the effects of 
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the majority finding that the itching was either absent 


anaphylactic shock and of histamine poisoning, In 
man he found that it relieved 39 out of 60 cases of 
seasonal hay-fever, 8 of 10 cases of perennial vasomotor 
rhinitis, but only 1 of 5 cases of asthma. A s 

of published work on two new American drugs is iven 
benadryl hydrochloride ” (8-dimethylaminoethy| 
benzhydryl ether hydrochloride) and “ pyribenzamine» 
near relative of neoantergan. He has made an experi. 
mental and clinical comparison of these four compounds, 
and has found that neoantergan, especially, and pyri. 
benzamine very effectively protect guinea-pigs from 
histamine poisoning, but proved comparatively legs. 
useful in anaphylactic shock. Again, these two drugs 
were the best in preventing wheals in human skin from 
the effects of urticaria-producing agents. On clinical 
trial, mostly with the American drugs, pyribenzamine is 
better tolerated and causes fewer side-actions than 
“benadryl”. Untoward effects, chiefly drowsiness, 
were produced by 50-mg. doses of the latter in more than 
half the patients, as against less than a fourth of those 
given the former in doses of 100 to 150 mg. This may 
account for the superiority of pyribenzamine in treat- 
ment. In various allergic skin conditions there was 
little to choose between these two drugs, but in similar 
affections of the respiratory tract pyribenzamine proved 
more effective. Thus, in perennial vasomotor rhinitis 
and in seasonal hay-fever it gave relief in 64 and 82%, 
against 15 and 52% respectively with benadryl. Of 52 
patients with these conditions in whom both drugs were 
used, pyribenzamine relieved 37, compared with 19 
relieved by benadryl. In asthma a few patients were 
improved—11 with pyribenzamine and 4 with benadryl 
out of 34, neither proving as effective as ephedrine or 
adrenaline. In 44cases of respiratory allergy neoantergan 
gave relief in 18, against 28 with pyribenzamine. 

The author is emphatic that desensitization alone at 
present can give permanent cure, though these drugs may 
give useful assistance, acting only as short-lasting palli- 
atives. None acts effectively in all forms of allergy, 
nor in all cases of any one form. Further, the side- 
actions limit the size of dose to be used, and it is too 
early as yet to be sure of the absence of remote toxic 
effects. Reginald St. A. Heathcote 


135. An Inquiry into the Incidence of Hyperhidrosis in 
Convalescent Trench Foot 

J. J. StLveRMAN. Annals of Internal Medicine [Ann. 
intern. Med.] 25, 702-710, Oct., 1946. 2 figs., 18 refs. 


The author investigated the incidence of hyperhidrosis 
of the feet in patients suffering from the later stages of 
trench foot. He was led to do so by the statement, some- 
times made, that these patients often complain during 
convalescence of excessive sweating of the feet. The cases 
were divided into moderate (100), without loss of tissue, 
and severe (100), characterized by gangrene and loss of 
tissue; 100 patients from the general medical wards were 
used as controls. To estimate the degree of sweating the 
soles of the feet were painted with 25% tincture of ferric 
chloride; after this had dried, contact was made for a 
specified time with specially prepared tannic-acid paper. 
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Ferric-chloride solution reacts with tannic acid, and 
rints were obtained which varied according to the 
intensity of the sweating. The palms were treated in the 
same way. It was found that a greater number of 
intense sweat responses were obtained in the control 
group than in the patients with trench foot, while there 
was no significant difference in intensity of sweating 
between the moderate and severe trench-foot cases. An 
intense response was shown in 18% of the moderate 
group, 17% of the severe cases, and 23 % of the controls. 
A faint response was obtained in 63 % of the severe cases, 
53% of the moderate group, and 59% of the controls. 
G. B. Dowling 


135a. Antihistamine Drugs 

C.H. A. WALTON and J. A. KristJANSSON-MACDONELL, 
Canadian Medical Association Journal [Canad. med. 
Ass. J.] 56, 162-169, Feb., 1947. 9 refs. 
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136. Low Metabolic Rate in Sufferers from Hunger 
Oedema. (Vita minima bij lijders aan hongeroedeem) 
W. RapsMA. Nederlandsch Tijdschrift voor Geneeskunde 
[Ned. Tijdschr. Geneesk.] 91, 65-72, Jan. 11, 1947. 
3 refs. 


In 1940-1 certain physiological measurements were 
undertaken on patients in Dutch Indonesia with chronic 
hunger oedema. The average weight of 17 males was 
37-3 kg., the height 152-8 cm., the temperature (mouth) 
357°C. The pulse was 57:3 and blood pressure 
100/63 mm. Hg. Nine healthy men had an average 
weight of 44-7 kg., height 157-1 cm., mouth temperature 
365° C., pulse 61, and blood pressure 123/75 mm. Hg. 
The average basal metabolic rate of healthy Indonesians 
is 1,385° to 1,400° C. per day; for patients with hunger 
oedema it is about 37% lower. Furthermore, the patients 
were underweight and their height was definitely less 
than that of healthy Javanese. Their height proves 
that from their early youth they have been underfed. 
The interesting question is how far the intensity of their 
tissue metabolism differs from that of normal tissue. 
This is difficult to answer, for the patient with oedema 
has an accumulation of fluid in his body and his weight 
is therefore misleading. The Harris-Benedict tables do 
not give figures for adults under 151 cm. in height, and 
the metabolic rate of 6 patients could not therefore be 
worked out. All the patients were very anaemic. The 
cause and type of the anaemia was not determined. 
Anaemia is not an essential part of hunger oedema. 

From the widely differing haemoglobin values found 
by different authors it seems clear that hunger oedema is 
seldom the only affection of cachectic patients. Whether 
the cachexia, oedema, and anaemia are all due to the 
same cause remains undecided. The faeces of all 
patients contained eggs of Ascaris and Ancylostoma, but 
the same was true of many healthy persons examined. 

[The number of patients examined is small (26), but 
in many the tests were performed daily.]  B. Baneth 


137. Malnutrition in Released Prisoners-of-War and 
Internees at Singapore 

J. B. Mircuety and J. A. Brack. Lancet [Lancet] 2, 
855-862, Dec. 14, 1946. 4 figs., 8 refs. 


This report deals with 1,230 patients admitted to a 
British General Hospital in Singapore, after release from 
prison camps, because they were too ill to be evacuated 
by hospital ship. Most of them had been living for 34 
years on a diet grossly deficient in vitamins of the B 
complex. Of the 1,230, 577 were admitted primarily 
because of malnutrition. The most severely affected 
patients had been in bed for more than 2 months, and 
on liberation had been unable to assimilate the increased 
diet. The patient passed frequent watery stools; he 
was lethargic and took abnormally long to rouse, but 
was then well orientated in time and space; speech and 
movement were feeble and slow, the voice weary, and 
the expression immobile. There was no complaint, no 
desire for food, and apparently no desire tolive. Respira- 
tion was slow and shallow, pulse feeble, and blood 
pressure subnormal. Emaciation was extreme and the 
skin dry and hyperkeratotic, especially over hands, 
elbows, knees, ankles, and neck. The mucosae were 
pale; the tongue was small and reddened and the mouth 
dry. Oedema varied from a little pitting over the feet 
to generalized oedema with serous effusions, sometimes 
increased during recovery, possibly as a result of greater 
salt intake. 

Signs of vitamin deficiency often appeared after 
improvement in diet, frequently becoming more pro- 
nounced after a fever, whereas oedema was usually 
reduced by an attack of malaria or diarrhoea. Amblyo- 
pia, an outstanding symptom in over 6% of cases of 
malnutrition, was often unassociated with other signs 
of vitamin deficiency; blurring of letters occurred when 
reading, central or paracentral scotomata were often 
present, and visual acuity varied in most cases between 
6/18 and 6/60. The optic disks were sometimes normal, 
but usually showed increased temporal pallor and in a 
few cases optic atrophy. Manifestations of riboflavine 
deficiency were transitory, lasting 4 to 8 days, and 
included angular stomatitis, magenta tongue, and, less 
commonly, cheilosis. Ocular signs were not noted. 
Hyperkeratosis was the commonest skin lesion and was 
associated in half the cases with diarrhoea and in a 
third with a sore red tongue. Response to improved 
diet and nicotinic acid (300 mg. daily) was rapid. Scrotal 
lesions were either scaly, thickened, and pigmented, or 
red and translucent. Petechial rashes were transitory 
and did not respond to ascorbic acid. No significant 
association was found between neurological disturbances 
and amblyopia, tachycardia, and tropical ulcer. Neuro- 
logical symptoms included paraesthesiae and increasing 
weakness of the legs, and loss of balance especially in the 
dark; dissociated sensory loss to thermal and pain 
stimuli, with retention of sensation of touch, was com- 
mon in the more severe cases. Weakness of the limbs 
was more pronounced in the distal muscles, which were 
hypotonic with diminished or absent reflexes. In 2 or 
3 patients ataxia developed in hospital while under 
treatment with thiamine. Cardiovascular disturbances 
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showed varied response to thiamine. Two cases, with 
engorgement of neck veins, responded rapidly; others, 
with cardiac dilatation and splitting of the heart sounds, 
responded less rapidly; 10% of all cases of malnutrition 
had an unexplained tachycardia which did not respond 
to thiamine. 

Plasma protein estimations were of little value in 
diagnosis or prognosis, and no close relation was found 
between oedema and protein levels. Eighty-seven 
patients were admitted primarily for diarrhoea, though it 
was also present in 133 of the 577 patients with mal- 
nutrition. Of 115 patients from the dysentery ward, 
49 had dietetic diarrhoea, and 39 had dysentery which 
responded to sulphaguanidine. Only 1 case of sprue 
was seen. The spleen was palpable in only 3-6% of all 
cases, in spite of a frequent history of recurrent attacks 
of malaria. There were 30 cases of pulmonary tuber- 
culosis, 28 with positive sputum, The short history and 
the advanced stage of the disease in most cases suggested 
that the course had been much hastened by malnutrition. 
In all, 21 deaths occurred, of which 8 were from mal- 
nutrition and beriberi and 4 from tuberculosis. 

In treatment the most important factor was good 
nursing. More severe cases, and all those with tachy- 
cardia, were treated in bed. Careful dieting and 
individual feeding were the only effective measures in 
treating the severe cases. The following graduated diets 
were given: (I) Protein hydrolysate, seven 3-o0z. feeds 
for 1 day: 180 calories. (II) Protein hydrolysate with 
egg, milk, sugar, until appetite returned: 1,380 calories 
a day. (IID Egg and milk, oats, fruit, chicken, for at 
least 3 days: daily calorie intake, 1,940. (IV) Hospital 
light diet: 3,348 calories daily. (V) Hospital ordinary 
diet: 4,260 calories a day. The graduated diets (I, 
(II, and (IIT) were used in severe cases or those with 
symptoms due to overfeeding. In the treatment of 
oedema some cases responded to thiamine, others to 
thiamine and “ neptal ’’, and some showed no response 
to either. Plasma infusion was stopped because 3 
patients developed pulmonary oedema, 2 of them fatal, 
and blood transfusions had to be given up because of the 
high incidence of reactions. All patients were given 
compound vitamin tablets, and most took either “* mar- 
mite ” or “* vegamite”’. In certain cases nicotinic acid, 
“benerva”, ascorbic acid, vitaminized oil, and liver 
extract were administered. Great credit is given to the 
nurses for the smallness of the number of deaths. 

E. G. Sita-Lumsden 


138. Hunger Oedema. (Die Odemkrankheit) 
H. W. Banst. Medizinische Klinik [Med. Klinik] 41, 
273-283, Aug., 1946. 20 refs. 


The author reviews the German work on hunger 
oedema during the two world wars. On the clinical 
side he stresses various points. For example, ascites is 
common but hydrothorax rare; the oedema quickly 
disappears when the patient is put to bed, except in cases 
where there is also cardiac failure, which is not infrequent 
in the older age-groups. Polyuria is the rule with normal 
renal function tests. The liver is often enlarged, and there 
are many but indefinite abdominal symptoms. Brady- 
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cardia with low blood pressure is usual; the 
cardiogram is normal. There was no clinical evidence 
of lack of vitamins A or B,. [These observations agree 
with those made on British and Indian prisoners jp 
Japanese hands in the Far East.] 

Many biochemical studies were made, the most 
important abnormalities being in protein metabolism, 
Hypoproteinaemia, with a total blood protein of leg 
than 5% was a common finding, the main depression 
being in the albumin fraction. Many cases 
however, found to have normal concentrations with 
normal AG ratios; in these it was difficult to explain 
the gross general oedema. [These findings again agree 
with the Far East observations.] The nitrogen balance 
was invariably negative, and this condition persisted 
and might even become enhanced during the first days 
of normal protein feeding. Low total blood volumes 
per kilo body weight were usually seen. Blood calcium 
and glutathione were normal; resting blood sugar was 
low with high rises after sugar ingestion. Creatinine 
output per kilo body weight was reduced, and there was 
creatinuria in severe cases. In treatment the importance 
of slow return to normal diet is stressed, combined with 
graduated increase of physical activity. 

H. K. Goadby 


139. Appearance of Keratomalacia among Adults in 
Austria. (Zum Auftreten der Keratomalacie der 
Erwachsenen in Oesterreich) 

A. Wiener Klinische Wochenschrift [Wien. klin. 
Wschr.] 58, 557-560, Sept. 27, 1946. 17 refs. 


Keratomalacia of the adult due to undernourishment is 
rare in Europe and there are only a few descriptions of it 
in world literature. On the basis of clinical observation 
in China the author has established that the appearance 
of this condition follows a prolonged period of acute 
vitamin-A deficiency. The vitamin-A content in blood 
in patients who for various reasons visited the university 
eye clinic in Vienna during the war proved to be near the 
physiological limit. In April, 1945, the population of 
the town was cut off from their usual sources of milk, 
butter, and eggs, and in September, 1945, 60% of the 
out-patients were found to be night blind, while a few 
of them had conjunctival xerosis and even corneal 
pre-xerosis. 

The author describes 2 typical cases of keratomalacia 
in infants and 2 in adults, all of them observed in the 
summer of 1945. The first adult case was of a man, 
aged 60, suffering from hunger oedema. The corneae 
of both his eyes presented ulcerations, a big central one 
on the right and a semilunar naso-frontal one on the left 
side. On the latter there was also pre-xerosis with 
irregular borders. Treatment with a spoonful of cod- 
liver oil daily cured the patient. The second case was of 


a woman, 82 years old, presenting severe general 
symptoms of vitamin-A deficiency and the beginning of 
She died a few days 
In both cases xerobacilli were found. 

A. Lilker 


bilateral central keratomalacia. 
later. 


1394. 
Mus¢ 
G. J 
[Exp. 
27 re 
Si 
diets 
ratio 
than 
of p 
givel 
05) 
crea’ 
21 
not | 
T 
unti 
wert 
solu 
subs 
shot 
hou 
The 
and 
indi 
dys 
fun 
140 
T. 
Ha 
adi 
ma 
6) 
art 
str 
ph 
as! 
Tt 
of 
to 
to 
at 
we 
di 
n 
T 
Se 
d 
n 
0 


DIABETES 


139a. The Action of Prostigmine in the Nutritional 
Muscular Dystrophy of Vitamin-E Deficiency 

G. J. MARTIN. Experimental Medicine and Surgery 
[Exp. Med. Surg.) 4, 326-332, Nov., 1946. 2 figs., 
27 refs. 


Sixty young rats rendered sterile by vitamin-E-deficient 
diets were found to have a urinary creatine/creatinine 
ratio of from 40 to 250%, the normal being not more 
than5%. The rats were treated with subcutaneous doses 
of prostigmin, 0-1 ml. of a 1 in 6,000 solution being 
given for 2 days, 0-3 ml. for 2 more days, and finally 
0-5 ml. three times a day. Under this treatment the 
creatine/creatinine ratios returned to normal in from 7 to 
21 days, but this corrected creatine excretion rate was 
not maintained indefinitely. 

Twelve rabbits were fed on vitamin-E-deficient diets 
until muscular dystrophy became apparent. Six of these 
were then given subcutaneously 2-5 ml. of a 1 in 6,000 
solution of prostigmin per kilo for 2 days, the dose being 
subsequently raised to 2-5 ml. three times a day. They 
showed loss of stiffness and gain in weight within 48 
hours, but the gain in weight could not be maintained. 
The 6 untreated animals became completely paralysed 
and died in a week. It is suggested that these results 
indicate the primary nervous origin of the muscular 
dystrophy in vitamin-E deficiency associated with a dys- 
function of acetylcholine mechanisms. D.M. Dunlop 
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140. Extreme Insulin Resistance: A Case Study 

T. H. McGavack, S. D. Kiorz, M. VoGeL, and J. F. 
Hart. Journal of Clinical Endocrinology {J. clin. Endoc.] 
6, 747-757, Nov., 1946. 41 refs. 


When this patient, a former wrestler, aged 65, was 
admitted to the Metropolitan Hospital, New York, the 
main clinical features were diabetes mellitus discovered 
6 years previously, cirrhosis of the liver, pancreatitis, 
arteriosclerosis, the allergic state which was demon- 
strated by a history of asthma since the age of 23, and 
phases of local and general allergic reactions to insulin 
associated with three distinct periods of insulin resistance. 
The heavy glycosuria, hyperglycaemia, and ketonuria 
of the resistant phases were not accompanied by symp- 
toms of ketosis and showed little immediate response 
to repeated large doses of insulin (at one time 300 units 
at 8-hour intervals for 12 doses). As the resistance 
ended, however, as small a dose as 10 units of insulin 
would produce ‘“ shock,’’ and for long periods the 
diabetes remained so mild as to require neither insulin 
nor a strict diet for its control. 

Tests made for reagins to insulin as described by 
Tuft (Clinical Allergy, Philadelphia, 1937) were positive 
even when 0-2 ml. of a 1 : 20 dilution of the patient’s 
serum was employed, and this reaction, maintained 
during periods without insulin, was weakest at times 
when insulin was controlling the diabetes well. By a 
modification of the method described by Lowell (J. clin. 
Invest., 1944, 23, 233) tests were made for the presence 
of “ anti-insulin substances’, but no material capable 
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of protecting a mouse from a convulsive dose of insulin 
could be demonstrated. H. Whittaker 


141. Hypersensitivity to Insulin in Eviscerated Hypo- 
physectomized Rats 

L. L. BENNETT and L. M. RoBerts. American Journal of 
= [Amer. J. Physiol.] 146, ‘502-506, July, 1946. 
14 refs. 


Removal of the pituitary body increases the sensitivity 
of animals to insulin. Although this has been known for 
over 20 years the mechanism is not yet fully explained. 
Disturbance of the blood-sugar regulating mechanism of 
the liver has been demonstrated in hypophysectomized 
dogs, while, on the other hand, there is evidence of in- 
creased peripheral utilization of glucose after hypo- 
physectomy in rats and rabbits. The authors’ object was 
to determine whether the insulin hypersensitivity of 
hypophysectomized animals could still be demonstrated 
after exclusion of the liver from the circulation by 
functional evisceration. Hypophysectomized rats were 
submitted, after an interval of 11 to 15 days, to functional 
evisceration. This is followed by a continuous fall in 
the blood-sugar level until death in hypoglycaemia occurs. 
Insulin was administered intravenously, diluted with 
glucose and free Ringer’s solution in such a manner that 
the dose was contained in a constant volume of 1 ml. per 
kilo of body weight. It was found that if the insulin 
produced an accelerated rate of fall of blood sugar, this 
was evident within 20 minutes. Hence specimens of 
blood were only taken initially and after 20 minutes. 
The effect of insulin in accelerating hypoglycaemia was 
judged on three criteria—namely, the final blood-sugar 
level, the fall in blood sugar, and the final blood-sugar 
level expressed as a percentage of the initial level. By all 
three criteria there was a highly significant effect in the 
hypophysectomized group with insulin dosages of 0-005 
unit and 0-02 unit per kilo, while there was no significant 
effect in the normal animals with amounts of insulin 
less than 0-04 per kilo. Thus hypophysectomized animals 
were hypersensitive to insulin. The administration of a 
crude anterior pituitary extract 14 hours before eviscera- 
tion partially inhibited the hypoglycaemic effect of 
insulin in normal rats. It is concluded that part of the 
hypersensitivity to insulin observed in hypophysec- 
tomized rats is an extrahepatic phenomenon. K. Black 


142. On the Induction of Diabetes by means of Alloxan | 
J. H. GAARENSTROOM. Journal of Endocrinology {J. 
Endocrinol.] 5, 103-110, Feb., 1947. 13 refs. 


The author (writing from the University of Leyden, 
Holland) described an investigation on alloxan diabetes 
in rats to determine the effect of hypophysectomy on this 
condition. The operation causes a marked decrease or 
even the total disappearance of the sugar excretion. The 
fasting blood sugar becomes as low as in hypophysecto- 
mized rats without alloxan diabetes, but after the 
administration of sugar the blood-sugar level becomes 
very high. This was to be expected and is what happens 
in the depancreatized hypophysectomized animal—the 
Houssay animal. R. D. Lawrence 
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143. Cardiovascular Catheterization as an Aid in 
Diagnosis of Abnormal Cardiovascular Communications 

A. J. Geicer, H. C. ANDERSON, A. W. WINKLER, and 
H. S. KAPLAN. Connecticut State Medical Journal 
[Con. Med. J.] 10, 895-899, Nov., 1946. 3 figs., 18 refs. 


These authors have applied cardiovascular catheteriza- 
tion to the study of cases of suspected arteriovenous 
shunts and cardiac septal defects. In their interesting 
paper they give a preliminary account of the procedure 
in 16 patients. Their method is that used by Cournand 
and Ranges since 1941 in the United States. A radio- 
opaque catheter, 100 cm. long, the surface of which will 
not absorb blood, is introduced under local analgesia 
through an exposed median basilic vein of either arm 
and rapidly advanced to the heart under radioscopic 
observation. The catheter is manipulated in such a way 
as to pass through the superior vena cava into the right 
auricle. From here the tube may pass into the inferior 
vena cava or one of the hepatic veins, or it may slip on 
into the right ventricle or the pulmonary artery or one of 
its branches. Coagulation of blood within the catheter 
is prevented by maintaining a slow drip of normal saline 
containing 1 mg. of heparin per 100 ml. through the 
tube. The authors give detailed results obtained by this 
investigation in 5 cases of suspected abnormal cardio- 
vascular communications. 

The intracardiac catheterization permits: (1) direct 
visualization of the septal defect when the tube passes 
through the defective septum and into the left heart 
chambers and their vessels; (2) localized injections of 
contrast media, such as “ diodrast * in 70% concentra- 
tion injected with utmost speed and in volumes of 20 to 
40 ml.; (3) direct-pressure measurements which will 
give evidence of the shunt through transmission of the 
relatively high systemic blood pressure to the pulmonary 
artery or the right ventricle; and (4) removal of blood 
for gas-content analyses, especially estimation of the 
oxygen content in samples of blood collected from the 
respective right heart chambers and vessels. In cases of 
interauricular septal defects the diagnosis is unequivoc- 
ally established by the finding of considerably oxygenated 
blood in the right auricle and the passage of the catheter 
into the right inferior pulmonary vein by way of the left 
auricle (Case 3). 

According to the authors, cardiovascular catheteriza- 
tion is a fairly simple and quite safe procedure which 
can be conveniently performed even in an out-patient 
department. Except for an occasional local venous 


thrombosis in the catheterized arm, no untoward effect 
has resulted. No murmurs were heard on auscultation 
when the catheter had passed through the tricuspid and 
pulmonary openings. Attention is drawn to an occasional 
failure to demonstrate relatively arterialized blood in the 
presence of a small septal defect; this happens because: 
(1) a small quantity of arterialized blood is shunted, 
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and (2) the tip of the catheter may be situated out of the 
line of flow of the shunted blood. In conclusion the 
authors contend that cardiovascular catheterization 
appears to be as safe as ureteral catheterization ang 
certainly less uncomfortable, and that the technique js 
sure to become widely used in the study of cardiovascular 
disorders and their treatment. A. I. Suchecki 


144. Studies on the Nature of Certain Symptoms 
Associated with Cardiovascular Disorders 

G. A. WoLF and H. G. WoLrr. Psychosomatic Medicine 
[Psychosom. Med.] 8, 293-319, Sept.—Oct., 1946. 21 figs, 
73 refs. 


In this investigation an attempt was made to assess the 
effect of various psychological stresses on the cardiac 
output and on respiration. The cardiac output was 
measured by the ballistocardiograph and the respiratory 
effect by a Benedict-Roth spirometer. Two healthy 
subjects were studied several times a day, both before 
and after exercise, for a period of 10 months. A second 
group was similarly studied but the patients were seen 
less often. It was considered important that the 
individual should be examined in his everyday environ- 
ment, as his reaction to that environment was more 
relevant to disease than his responses to a startling noise, 
a sudden frightening experience, or during induced 
hypnosis. Emphasis was placed on responses to lov- 
grade stresses and strains resulting from ‘“‘ every day” 
living. Among the effects noted were dyspnoea associ- 
ated with pulmonary ventilation and palpitation with 
increased stroke volume in response to “* stress-producing 
situations such as anxiety, anger, guilt, rage, frustration, 
fear, exhaustion, and tension”’’; cardiac pain (in the 
presence of anatomical narrowing of the coronary 
arteries) due either to increased work associated with a 
raised blood pressure or to a fall in cardiac output and 
coronary flow; and giddiness and fainting as a result of 
cerebral anoxia due to either diminished venous return 
to the heart or hyperventilation causing cerebral 
vasoconstriction. 

[This long paper is difficult to summarize satisfactorily, 
and the original must be consulted for clinical details.] 

S. Oram 


145. Bradycardia. (Om bradykardi) 
O. JerveLL. Nordisk Medicin [Nord. Med.] 45, 2575- 
2581, Nov. 8, 1946. 5 figs., 28 refs. 


The author, who is in charge of the medical depart- 
ment of the Diakonisse Hospital in Oslo, has investigated 
the frequency of bradycardia in his hospital in the period 
Jan. 1, 1940, to Dec. 31, 1945, during which some 9,000 
patients underwent electrocardiographic examinations. 
Classifying bradycardia in two main groups—(1) sinus 
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pradycardia, and (2) bradycardia due to disturbances of 
conduction—the author found among his patients 191 
with a pulse rate of 50 or less. Only those patients found 
on electrocardiographic examination to be suffering from 
bradycardia are included in this figure, which does not 
contain any case of bradycardia in patients suffering from 
auricular fibrillation and undergoing treatment with 
digitalis. No fewer than 105 patients with marked 
bradycardia also suffered from peptic ulcer. To this 
group should be added 11 other cases of diseases of the 
digestive tract. The author does not hold these digestive 
disturbances responsible for the bradycardia, but traces 
both to a definite vegetative constitution. Though 
bradycardia is occasionally associated with asthma, only 
1 case of asthma was observed in which the pulse rate 
was under 50. Among the 191 patients 37 were suffering 
from degenerative heart disease, 35 of these being over 
the age of 50. Hence the warning that bradycardia may 
be a sign of coronary sclerosis. A table gives the electro- 
cardiographic findings in these 191 cases, and it is note- 
worthy that in as many as 21 the electrocardiograms were 
perfectly normal. The respiratory arrhythmia found in 
8 cases was interpreted as an expression of vagotony. 
. Bradycardia due to conduction disturbances was observed 
in 18 cases, and bradycardia during convalescence from 
pneumonia or other infections in 3 cases. 
C. Lillingston 


146. Electrocardiogram in Derangements of the 
Organism’s Water and Electrolyte Metabolism. [In 
English] 

0. J. BrocH. Acta Medica Scandinavica [Acta. med. 
scand.] 126, 157-176, Nov. 9, 1946. 8 figs., 50 refs. 


Electrocardiograms were taken on 18 patients with 
well-marked dehydration or disturbance of acid—base 
or electrolyte balance. Dehydration, determined clinic- 
ally or by changes in haemoglobin concentration, was 
usually associated with a depression of the S—T interval 
in one or more leads, but there was no correlation between 
the degree of this depression and the severity of the 
dehydration. The S—T interval became isoelectric on 
restoring the fluid balance, but the T waves usually 
became temporarily flattened or diphasic for 1 to 3 weeks. 
The author believes that these changes were due to an 
inadequate coronary blood flow secondary to the 
dehydration. Potassium chloride given as a 25% solu- 
tion to 4 cases of renal insufficiency caused a rise in the 
height of the T waves when these were @@sitive, or a 
smaller deflection when negative. B. McArdle 


147. Cardiac Clinics. CXVII. Electrocardiograms Dis- 
playing Short P-R Intervals with Prolonged QRS Com- 
plexes: An Analysis of Sixty-five Cases 

F. A. WiLttius and H. M. Carryer. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.} 21, 
438-444, Nov. 13, 1946. 29 refs. 


The relatively short history of the Wolff-Parkinson- 
White syndrome is reviewed, and the theory that its 
mechanism depends upon short-circuiting through 
accessory conduction pathways between auricle and 


ventricle is favoured. During 1945 this electrocardio- 
graphic pattern was seen in 65 cases at the Mayo Clinic. 
There was no evidence of heart disease in 46 (70-8 %). 
There were 8 cases in the third decade (20 to 29), 17 in the 
fourth, 22 in the fifth, 12 in the sixth, 4 in the seventh, 
and 2 in the eighth. Paroxysmal tachycardia occurred 
in 56-9%, but 3 of these cases proved to have auricular 
flutter. The electrocardiogram simulated left bundle- 
branch block in 26 instances (40%), right in 4 (6-2%), 
and was dissimilar to either form in 35 (53-8%). One 
death occurred among those without heart disease, in a 
woman of 26 who died suddenly during an attack of 
paroxysmal tachycardia. No pathological or experi- 
mental evidence bearing on the mechanism of this syn- 
drome is submitted; there is no note concerning the 
effects of any drug. Paul Wood 


148. Penicillin Treatment of Subacute Bacterial 
Endocarditis. [In English] 

M. TrieER. Acta Medica Scandinavica [Acta med. scand.] 
126, 140-156, Nov. 9, 1946. 4 figs., 12 refs. 


Four cases of subacute bacterial endocarditis in the 
Frederiksborg Central Hospital, Hilleréd, Denmark, 
were treated with a"Danish brand of penicillin and heparin 
or dicoumarol. Owing to inadequate supplies of the 
drug (1944, 1945) the first 2 cases were on low dosage. 
The patients died, and necropsy showed inactive and 
relatively inactive endocarditis respectively, death being 
presumably due to heart failure. The other 2 patients, on 
doses of 200,000 to 300,000 units per day over periods of 
3 and 5 weeks, were fit 5 and 9 months after discharge. 
The author suggests that when penicillin is in short supply 
it should be reserved for cases where, after alleviation of 
the endocarditis, the general condition of the heart 
promises lasting recovery. W. J. H. Butterfield 


149. The Effect of Anticoagulants on the Penicillin 


. Therapy and the Pathologic Lesion of Subacute Bacterial 


Endocarditis 

W. S. Priest, J. M. SmitH, and C. J. McGee. New 
England Journal of Medicine [New Engl. J. Med.] 235, 
699-706, Nov. 14, 1946. 7 figs., 11 refs. 


It has always seemed logical to use anticoagulants in 
the treatment of subacute bacterial endocarditis in order 
not only to prevent the formation of fibrin deposits and 
to make bacteria more accessible to therapeutic agents 
but also to diminish the frequency of embolism. This 
communication concerns 34 consecutive cases of bacterial 
endocarditis treated with penicillin at the Wesley 
Memorial Hospital, Chicago. Of these, 15 received in 
addition heparin or dicoumarol, either alone or in 
combination, and 19 were treated without anticoagulants. 
In the entire series there were 12 deaths; 8 of the patients 
had received anticoagulants at some period of their 
treatment. The authors found that the use of anti- 
coagulants did not always prevent major embolism, and 
that there was no quantitative difference in the amount 
of fresh fibrin on the lesions whether anticoagulants had 
been given or withheld. Heparin proved an expensive 
treatment, not only from its intrinsic cost but also because 
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of the necessary daily tests of prothrombin time. The 
important conclusion reached was that, if the daily 
dose of penicillin is adequate, healing will take place as 
well without, as with anticoagulants. All 15 of the latest 
cases recovered with 1,000,000 units or more of penicillin 
daily. Anticoagulants may have been responsible for 
fatal haemorrhage in 2 cases. James W. Brown 


150. An Electrocardiographic Study of Psychoneurotic 
Patients 
S.S. WINTON and L. WALLACE. Psychosomatic Medicine 
[Psychosom. Med.} 8, 332-337, Sept.—Oct., 1946. 1 fig., 
25 refs. 


The authors point out that so far studies of electro- 
cardiographic abnormalities of psychoneurotic patients 
have been confined to determining whether a specific 
pattern exists in cardiac neurosis, but that comparisons 
with large groups of tracings from normal patients have 
not beenmade. During the war large-scale electrocardio- 
graphic surveys were carried out among Service personnel 
and it was seen that similar abnormalities occurred in 
these groups. The purpose of the authors’ investigation 
of 76 patients under the age of 40 with no organic 
cardiovascular disorders was to ascertain whether any 
electrocardiographic characteristics of psychosis or 
neurosis existed. The chief complaints of the patients 
were referable to the cardiovascular system, and the most 
common were palpitation, a precordial sensation of 
constriction not necessarily related to effort, dizziness, 
vertigo, and dyspnoea with excitement or effort. In 4 
of the 76 cases the curve was definitely abnormal, in 2 it 
was probably abnormal, and in 8 cases it was borderline. 
In the remainder the curves were normal. There was no 
combination of abnormalities which fitted into any distinct 
pattern characterizing psychoneurotics, but about 12% 
presented a right heart strain pattern as suggested by 
tall P waves, right axis shift, and S-T depression in the 
limb leads. Flat or inverted T waves in leads I and II 
occurred about 15 times as frequently in the series as 
in a large group of young healthy aviators. S. Oram 


151. The Practical Diagnosis of Congenital Heart 
Lesions Amenable to Treatment 

H. T. HARPER and M. W. MATHEws. Journal of the 
Medical Association of Georgia [J. med. Ass. Ga] 35, 
280-284, Oct., 1946. 6 refs. 


The important diagnostic features in the five congenital 
heart diseases amenable to surgical treatment are dis- 
cussed. These five lesions are patency of the ductus 
arteriosus, the tetralogy of Fallot, the tetralogy of Eisen- 
menger, coarctation of the aorta, and the vascular 
constriction ring with persistent right aortic arch. In 
patency of the ductus arteriosus it is stressed that the 
typical machinery-like murmur is continuous in time 
with systolic accentuation, but occasionally in infants the 
murmur may be merely systolic and may not become 
continuous until the child grows older. Other types of 
arterio-venous aneurysm or fistula must be differentiated 
from a patent ductus. These are usually the result of 
trauma but very occasionally of syphilis. In a footnote 
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reference is made to attempts to treat the Eise: 
complex by wrapping the dilated pulmonary artery in 
“‘ cellophane ”’ to restrict the flow of blood to the } 
and thereby relieve the symptoms of chronic Congestion, 
[The authors omit to mention fistulae due to cop. 
genital deficiency of the aortico-pulmonary septum ang 
those associated with congenital aneurysms of the 
sinuses of Valsalva.] F. A. Langley 


152. The Use of Cytochrome C in Combating Tisgy 
Anoxia 

S. ProGeR and D. DEKANEAS. Science [Science] 104, 
389-390, Oct. 25, 1946. 11 refs. 


In conditions of anoxia barely compatible with cop. 
sciousness there may still be 4 to 6 volumes % of oxygen 
in the venous blood. The present study was undertaken 
in order to discover whether this oxygen could be made 
available by the use of respiratory enzymes. Earlier 
studies by the same workers had shown that it was indeed 
possible to improve tissue oxygenation by means of the 
group of C, dicarboxylic acid substances in the Krebs 
cycle, particularly succinic acid. Such substances are 
probably less important than the cytochrome C from 
beef heart. This is potentially useful because there js 
normally an excess of cytochrome oxidase in the tissues 
which can be activated by additional cytochrome C, 

Previous work by the same authors has shown that the 
adenylpyrophosphates are greatly diminished in severe 
anoxia. The continuous resynthesis of these phosphates, 
which play so important a part in the tissue transfer of 
energy, is catalysed by the cytochrome-cytochrome 
oxidase system. When additional cytochrome C is 
supplied to rats beforehand, anoxia produces no change 
in the organ content of adenylpyrophosphates. The 
effects of additional cytochrome C were studied in man 
by means of the electrocardiogram, the typical changes 
of anoxia failing to make their appearance after the 
intravenous administration of cytochrome C. Symptoms 
of distress did not occur in an atmosphere of 10% oxygen 
and 90% nitrogen. 

From preliminary experiments it seems that cyto- 
chrome C has a slightly beneficial effect in angina pectoris 
but none in myocardial infarction. The effects in anoxia 
of nervous tissue seem to be more definite. Electro- 
encephalographic changes are prevented, visual impair- 
ment is rapidly relieved, and intellectual performance is 
improved. In traumatic shock in rabbits cytochrome 
C appearedito have no effect, but in haemorrhagic 
shock in dogs sufficient to kill 107 of 108 control dogs, 
death was prevented in 9 of 14 animals. The dose 
required varied between 50 mg. for the purpose of pre- 
venting electrocardiographic changes in men to 350 mg. 
for preventing death from haemorrhage in dogs. Pre- 
liminary observations have been made in Raynaud’s 
disease, pulmonary emphysema, haemorrhagic shock, 
and certain cerebral dysfunctions. | Raymond Greene 


153. Angina Pectoris and Anaemia. (Angine de 


poitrine et anémie) 
H. Géuinas. Union Médicale du Canada (Union méd. 
Can.} 75, 1407-1411, Nov., 1946. 


11 refs. 
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154. The Simultaneous ‘Transport of T-1824 and 
Radioactive Red Cells through the Heart and Lungs 

P, Dow, P. F. HAHN, and W. F. HAMILTON. American 
Journal of Physiology [Amer. J. Physiol.] 147, 493-499, 
Nov. 1, 1946. 14 refs. 


The authors compare, by simultaneous injection of 
tagged red cells and plasma dye, the velocity and lag of 
red cells and of plasma in transit through the heart and 
jungs. Their findings are based on two experiments 
only, neither of which was technically perfect, and the 
correction involved necessitated some manipulation of 
the graphical results; but the authors regard the findings 
as significant, and conclude from them that, while neither 
cells nor dye were fully recoverable, there is no pre- 
ferential retention of dye, either in a_ theoretically 
stationary layer at the vessel wall or by other mechanisms. 
They accept the figures given for cardiac output by the 
injection method. They note a tendency for the red cell 
recovery curve to lead the dye recovery curve by a few 
millilitres, but the curves were otherwise virtually co- 
incident. The method described for the collection of 
samples should be susceptible of technical improvement. 

Alex. Comfort 


155. The Pressure and Interstitial Resistance Prevailing 
in the Normal and Edematous Skin of Animals and Man 
P. D. McMaster. Journal of Experimental Medicine 
[J. exp. Med.] 84, 473-494, Nov. 1, 1946. 2 figs., 28 
refs. 


156. The Effects of Venous Obstruction upon Interstitial 
Pressure in Animal and Human Skin 

P. D. McMaster. Journal of Experimental Medicine 
(J. exp. Med. 84, 495-509, Nov. 1, 1946. 7 figs., 25 refs. 


The intracutaneous pressure of the normal and oede- 
matous skin of human subjects and mice was measured. 
A 30-gauge hypodermic needle was passed into a minute 
channel in the skin made by a fine dissecting needle. 
The needle was directly connected to a horizontal gradu- 
ated pipette containing the test fluid—either Locke’s 
solution with } to 4% of the colloidal vital dye, pontamine 
sky blue, or homologous serum. The meniscus of the 
test fluid was observed through a microscope with micro- 
In the animal experiments the 
apparatus was immersed in a constant temperature water 
bath, and in the human experiments in a triple celluloid 
casing. Pressures higher or lower than atmospheric 
pressure could be applied to this test fluid and measured 
in terms of cm. of water. The human subjects were 
required to keep the area of skin used quite motionless 
for up to 1 hour. The mice were anaesthetized with 
phenobarbitone or “‘ nembutal”. Usually the test fluid 
was initially at a pressure of 0-5 cm. of water, and this 
was very gradually raised until a pressure was reached 
at which the test fluid flowed into the tissues at 0-04 to 
0-08 c.mm. per 5 minutes. This pressure was termed 
the interstitial resistance; in mice it was about 1-7 cm. 
of water, in man about 3-1 cm. 

In oedematous skin the interstitial pressure can be 
directly measured by determining the pressure of the 


M—E 


oedema fluid; it was found in mice and men that the 
interstitial resistance was only 0-5 cm. of water higher 
than this. When the skin was rendered slowly oedema- 
tous by irritant chemicals the interstitial resistance rose 
slightly, if at all. On the other hand, rapidly forming 
oedema produced a sharp rise in interstitial pressure up 
to 10 or 15 cm. of water. Venous obstruction caused a 
rise of interstitial pressure from 2-5 to 3-7 cm. of water 
to 15 to 23 cm. within about 15 to 27 minutes; this 
pressure seemed to be sufficient to prevent further 
escape of fluid from the capillaries. The principle of 
this method has been previously employed to measure 
tissue pressure, but the author explains that the results 
have been too high because the quantities of fluid 
injected have been sufficient to disrupt the tissues and 
upset physiological conditions. Excepted from this 
criticism are the findings of Burch and Sodeman (J. clin. 
Invest., 1937, 16, 845), who measured subcutaneous rather 
than intracutaneous pressures. H. E. Holling 


157. The Clinical Significance of Certain Changes in the 
Limb Lead Electrocardiogram in Arterial Hypertension 
G. F. Fittey. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.\ 79, 261-282, Oct., 1946. 
4 figs., 32 refs. 


The electrocardiogram of left ventricular strain shows 
inversion of the T waves in lead I or leads I and II with 
left axis deviation and high voltage. The significance of 
this change is still uncertain. The author has analysed 
the clinical and pathological findings in 100 cases of 
arterial hypertension with these changes in the electro- 
cardiogram. The electrocardiographic changes become 
most marked with diastolic pressures over 130 mm. Hg 
and in the presence of coronary sclerosis. Cases of 
myocardial infarction were excluded from consideration. 


* When the heart weight is above 500 g. the electrocardio- 


graphic change is also pronounced. There was no relation 
to the predominance of left ventricular over right 
ventricular hypertrophy as gauged by the ratio of thick- 
ness of walls of right and left ventricles or of weights of 
these chambers. 

The electrocardiographic changes in themselves do 
not indicate a very bad prognosis. The strain pattern 
reflects primarily the degree of hypertrophy in response 
to the high diastolic pressure rather than the state of 
myocardial sufficiency; it does not seem to bear any 
relation to the duration of the hypertension. The 
relation of coronary artery disease suggests that the 
T-wave changes are associated in some way with the 
myocardial blood supply, and also with hypertrophy. 
The changes of strain, however, should not be interpreted 
as unfavourable signs. They are quickly reversed ‘after 
sympathectomy. 

[This is an interesting study, but it is not clear that 
coronary disease has anything to do with the electro- 
cardiographic change. The experience of most cardio- 
logists is that these changes are often seen in the absence 
of any coronary sclerosis. On the continent of Europe 
they are often referred to as “‘ coronary insufficiency ”’, 
but this term is hardly justified.] J. McMichael 
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158. Paroxysmal Hypertension 
A. S. Rocen. Lancet [Lancet] 1, 103, Jan. 18, 1947. 
2 refs. 


As evidence that paroxysms of hypertension may be 
caused by a rapidly growing cerebral tumour, even when 
it does not invade the thalamus or hypothalamic region, 
the author records from the Eastern District Hospital, 
Glasgow, the case of a man of 62 with a few weeks’ 
history of epileptiform attacks, whose origin from a left 
cerebral focus was shown by twitching of the left arm 
and leg followed by left hemiparesis and aphasia. There 
had been no significant headache, giddiness, or papil- 
loedema, but the blood pressure had fluctuated between 
wide limits (260/140 and 110/70 mm.), the higher 
reading being associated with his epileptiform attacks, 
though it was occasionally unrelated to these. Apart 
from an apparently positive cold pressor test (Hines, 
Amer. Heart J., 1940, 19, 408) there was no evidence of an 
adrenal medullary tumour (phaeochromocytoma), though 
this diagnosis had been seriously enough considered for 
laparotomy to- be contemplated. At necropsy a large 
glioblastoma was found occupying the right parietal and 
occipital lobes; this did not encroach on the thalamus 
or hypothalamus. No adrenal tumour was found. 

[A sudden rise of intracranial pressure due, for example, 
to oedema around or haemorrhage into a brain tumour 
is often accompanied by a rise in blood pressure. A 
pneumoencephalogram would almost certainly have 
shown the cause of the focal epilepsy in this patient and 
dispelled the suspicion of phaeochromocytoma. Over 
50 % of glioblastomata would be missed on first examina- 
tion if “the absence of headache and of vomiting, a 
normal skull x-ray picture, and the absence of papil- 
loedema on repeated ophthalmoscopy ”’ were regarded as 
“against the diagnosis of brain tumour”. Focal 
epilepsy and a gradually advancing focal cerebral lesion 
are conditions which merit investigation of a patient as a 
** tumour suspect ”’.] Henry Cohen 


159. Syphilitic Gummatous Aortitis as the Cause of 
Coronary Artery Ostial Stenosis and Myocardial Infarc- 
tion. Report of a Case 

T. WeinserG and H. F. BEIssINGER. American Heart 
Journal [Amer. Heart J.) 32, 665-669, Nov., 1946. 
4 figs., 9 refs. 


160. Bilateral Pulmonary Infarction and Pneumothorax 
Complicating Hypertension. Coronary Heart Disease 
with Myocardial Infarction: Report of a Case 

H. M. Rocers. American Heart Journal [Amer. Heart 
J.] 32, 519-528, Oct., 1946. 7 figs., 7 refs. : 


A full report is given of a case, in a male aged 44, of 
hypertensive heart disease of long standing in which 
coronary thrombosis with infarction of the left ventricle 
was followed by bilateral pulmonary artery embolism 
and pulmonary infarction of the right middle and lower 
and left lower lobes. During the period of acute 
pulmonary infarction bilateral pneumothorax developed. 
The patient improved for a time and both lung fields 
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became clear. Renal infarction then occurred, and late, 
congestive cardiac failure, from which the patient gj 
After the renal infarction (a rise in diastolic blood Drege 
sure was noted after this) dicoumarol was given prophy. 
lactically for the few weeks preceding death; no further 
embolic phenomena were noted although Congestive 
heart failure was pronounced. It is remarked tha 
necropsy and histological examination revealed no signs 
of infection, so that secondary infection of a pulmonary 
infarct appears not to be essential for the development of 
pneumothorax. R. T. Grant 


161. Experimental Studies in Cardiovascular Patho. 
logy. XIV. Experimental Atheromatosis in Macacys 
rhesus Monkeys 

W. C. HuePer. American Journal of Pathology (Amer. J. 
Path.] 22, 1287-1291, Nov., 1946. 2 figs., 8 refs. 


Two Macacus rhesus monkeys immediately after they 
were weaned were given a diet containing a gross excess 
of cholesterol. They were killed, respectively, 1 year 
and 18 months later, and showed no abnormality except 
some endothelial proliferation in the intima of the aorta 
and inferior vena cava. No atheromatous aortic lesions 
appeared, although the endothelial proliferation may, 
by analogy from experiments on dogs, have represented a 
response to the excessive ingestion of cholesterol. 

Martin Hynes 


162. Thrombosis and Embolism of Pulmonary Vessels 
with Special Reference to Pulmonary Vein Thrombosis 
D. M. Spain and J. B. Moses. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 212, 707-712, 
Dec., 1946. 14 refs. 


The general incidence of pulmonary emboli or thrombi 
in a series of 1,000 consecutive necropsies (not inclusive 
of bacterial endocarditis and traumatic cases) was 10-9%. 
The source of emboli in the lung is approximately twice 
as frequently in the systemic veins as in thrombi within 
the heart. Pulmonary emboli in patients without 
heart disease frequently do not cause pulmonary infarcts. 
In 100 consecutive necropsied cases of myocardial 
infarction, pulmonary emboli were noted 36 times and 
systemic arterial emboli 25 times. The incidence of 
pulmonary emboli is much greater in association with 
recent myocardial infarcts than with healed infarcts. 
The pulmonary emboli very often contributed to the 
death of the individual. Pulmonary venous thrombi asa 
source of systemic arterial emboli occur more frequently 
than is generally recognized. Pulmonary tuberculosis 
was the disease most often associated with pulmonary 
venous thrombi. Infected emboli resulting from 
pulmonary thrombophlebitis are exceedingly rare.— 
[Authors’ summary.] 


163. Incidence of Acute Coronary Artery Occlusion. 
A Discussion of the Factors Responsible for its Increase 
A. M. MASTER. American Heart Journal [Amer. Heart 
J.] 33, 135-145, Feb., 1947. 68 refs. 
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Disorders of the Blood 


1644. A Summary of Present Knowledge of Human 
Blood-Groups, with Special Reference to Serological 
Incompatibility as a Cause of Congenital Disease 

R. R. Race. British Medical Bulletin (Brit. med. Bull.) 
4, 188-193, 1946. 6 figs., 42 refs. 


The author stresses the fact that haemolytic disease of 
the foetus and newborn child is almost always due to Rh 
group incompatibility, but quotes the few rare exceptions. 
He also casts doubt on the conclusion of some American 
authors that there is any abnormal Rh-group distribution 
of mothers of primary mental defectives. 

[This is a very concise and lucid summary with examples 
of the effect of blood group incompatibility on babies 
and should be valuable to all clinicians interested in the 
subject.] John Murray 


165. Hematological Changes following the Administra- 
tion of Large Doses of Quinacrine Hydrochloride 

C. W. Musuett and H. Siecer. Blood [Blood] 1, 537- 
547, Nov., 1946. 4 figs., 20 refs. 


The oral administration of mepacrine to rats, mice, 
rabbits, hamsters, guinea-pigs, dogs, monkeys, chickens, 
and ducks resulted in definite haematological changes. 
Peculiar basophilic inclusions, usually associated with 
vacuoles, appeared in the cytoplasm of lymphocytes in 
all nine species. Inclusions of a similar nature occurred 
in the erythrocytes of the rat, mouse, and hamster, and 
rarely in the monocytes of the rat. Anaemia, “ poly- 
nucleosis ’’, lymphopenia, and monocytosis occurred in 
the rat, while ‘ pelynucleosis’”’ and lymphopenia 
occasionally developed in other species. 

The possibility that some of the blood changes might 
be due to a latent infection is thought unlikely, since the 
effects could not be transmitted by inoculation of 
weanling or splenectomized animals and could be 
maintained only by the continued administration of 
mepacrine. The doses producing these effects were 
of the order of 50 to 200 mg. per kilo of body weight daily, 
and were accordingly considerably higher than those used 
in human medicine. L. J. Davis 


166. Felty’s Syndrome with Reference to a Case 
Treated by Splenectomy. (Om Felty’s syndrom i anslut- 
ning till ett splenectomerat fall) 

G. Nystrém. Nordisk Medicin [Nord. Med.] 45, 
2567-2570, Nov. 8, 1946. 14 refs. 


In 1924 Felty (Bull. Johns Hopk. Hosp., 1924, 35, 16) 
gave an account of the cases of 3 men and 2 women 
presenting the triad of chronic polyarthritis, spleno- 
megaly, and leucopenia. He regarded this as a well- 
defined disease of unknown origin. He admitted that, 
except for the polyarthritis, this syndrome might be 
identified with that described by Banti in 1883, but he 


was less troublesome. 


did not consider the two identical. Some 30 cases of 
Felty’s syndrome have subsequently been reported, 
mostly from American and German sources, and now 
the author describes a case observed at the Séder- 
sjukhuset in Stockholm. The patient was a man, aged 
43, who in March, 1940, began to develop polyarthritis, 
for which he was given injections of gold. His leuco- 
cyte count was about 2,000 perc.mm. Both legs showed 
brown pigmentation. Blood cultures in 1946 yielded 
streptococci. Splenectomy was performed at the end of 
1945, the spleen weighing 750 g. and measuring 21 by 
11 by 6cm. This operation was followed by transient 
signs of meningitis interpreted as a flare-up of the infec- 
tion responsible for the whole syndrome. Ultimately 
the patient recovered under chemotherapy, and on his 
discharge from hospital he felt stronger and his arthritis 
The author notes that, to judge 
by the literature of the subject, this is a disease of middle 
age, women being more subject to it than men. 
C. Lillingston 


167. Effect of Cholera Filtrate on Red Cells as Demon- 
strated by Incomplete Rh Antibodies 

M. M. Pickies. Nature [Nature, Lond.) 158, 880, Dec. 
14, 1946. 8 refs. 


During an investigati6n in the laboratories of the 
Radcliffe Infirmary, Oxford, in which the properties of 
red cells from cases of acute acquired haemolytic anaemia 
were compared with red cells “‘ changed” by a filtrate 
of a broth culture of cholera vibrio it was found that red 
cells previously sensitized by an incomplete antibody, 
and washed, were agglutinated after incubation with the 
cholera filtrate. Not all strains of cholera give the 
reaction. Normal cells when so treated do not undergo 
any alteration until they are in contact with serum, when 
they show panagglutination. The “T” agglutinin 
responsible for the panagglutination is present in. all 
normal sera and can be specifically absorbed by 
** changed ”’ cells; when incomplete anti-Rh sera are so 
absorbed and incubated with red cells, together with 
cholera filtrate, they show specific agglutination with 
Rh-positive cells. It is not thought that the reaction 
has any advantages over Coombs’s test for the detection 
of incomplete anti-Rh antibodies, but it may help in 
showing the relationship of the agglutinating to the 
blocking forms of immune haemagglutinins. . 

M. C. G. Israéls 


168. Marrow Biopsy. Preparation and Use of Paraffin 
Section from Sternal-puncture Material 

D. F. Cappett, H. E. Hutcuison, and G. H. Smiru. 
British Medical Journal [Brit. med. J.] 1, 403-404, 
March 29, 1947. 6 figs. 
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169. Suspected Equine Infectious Anemia in Man 
C. D. Stein and L.O. Morr. Veterinary Medicine [Vet. 
Med.} 41, 385-388, Nov., 1946. 4 figs., 8 refs. 


Although it is generally thought that under natural 
conditions equine infectious anaemia occurs only in 
horses, mules, and donkeys, claims have been made for 
its experimental transmission to other animal species. 
Reports have been published, moreover, of 2 human 
cases resembling aplastic anaemia in which the virus of 
equine anaemia was demonstrated, both patients had 
been in close contact with horses for long periods. In 
view of the possibility that certain apparently idiopathic 
cases of aplastic anaemia in man may be due to the equine 
virus, it has been suggested that arrangements should be 
made for the inoculation of blood from such patients 
into normal horses. 

Two cases are now described of human aplastic anaemia 
in which this procedure was performed with negative 
results. The first case was that of a young woman, with 
an anaemia of moderate severity and a persistent leuco- 
penia, who had received a small dose of sulphadiazine. 
The second case was that of a child with a moderate 
anaemia, persistent monocytosis, a severe thrombo- 
cytopenia, and a hypoplastic sternal-marrow picture. 
Filtrates were prepared from the blood samples and 
inoculated into normal horses, which remained healthy 
for 106 and 93 days respectively. The susceptibility of 
the horses was confirmed by subsequent exposure to a 
known strain of the virus. It is pointed out that the 
danger of human infection from the administration of 
biological products derived from horses is minimized by 
the application of heat, which is obligatory in the U.S.A., 
and by the action of certain preservatives. 

L. J. Davis 


170. Recent Observations on Anemia in Scurvy 

L. J. WaApe, E. W. Czesrinski, and G. Woop. Journal 
of the Missouri State Medical Association [J. Mo. med. 
Ass.| 43, 756-762, Nov., 1946. 26 refs. 


The authors describe 4 cases of clinical scurvy associated 
with anaemia admitted to the St. Louis City Hospital. 
In each instance the anaemia improved after the admini- 
stration of ascorbic acid. The anaemia resembled in 
certain important respects that reported by others. 
Three of the 4 patients showed an anaemia with an 
increased cell volume. The fourth, who had evidence of 
chronic blood loss, had an anaemia with a normal cell 
volume. An initial reticulosis was found in each of 
3 cases studied; this diminished after treatment was 
begun. 

Although the data presented here in no way contribute 
to the understanding of the mechanism of the anaemia 
in scurvy, the authors believe it not unreasonable to 
assume that vitamin C may play an essential part in 
erythropoiesis. Therefore in the presence of obvious 
clinical scurvy they think it unnecessary to resort to iron 
or liver therapy until the response to ascorbic acid has 
been determined. R. Winston Evans 
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171. Acute Macrocytic Anemia in the Newborn (with 
Special Reference to its Relation to Erythroblastosis 
Foetalis). [In English] 

S. Heinitp. Acta Paediatrica [Acta paediatr., Stockh] 
33, 373-382, Dec., 1946. 16 refs. 


Cases of this type of macrocytic anaemia have been 
described in the literature since 1911. Characteristically 
the child is born of healthy parents after a normal 
pregnancy and there are often several other healthy 
children in the family. An extreme degree of anaemia 
develops rather acutely in the first 2 weeks of life with or 
without jaundice. The anaemia is macrocytic and 
hyperchromic, the reticulocyte count is 2 to 4°4, and the 
nucleated red cells in the peripheral blood are few in 
number. 

Three cases have been seen by the author. After the 
birth of 3 normal healthy children, twins were born, both 
of whom were affected (Cases 1 and 2). Three abortions 
then occurred in succession, and lastly a male child was 
born with the condition (Case 3). Both parents wére 
healthy with negative Wassermann reactions. The 
father’s blood group was O MN and Rh-positive; the 
mother’s was O N and Rh-negative. The mother hada 
high titre of anti-Rh agglutinin after the last pregnancy, 
The first patient was jaundiced on the second day of 
life; on the third day it was obviously anaemic, and was 
admitted to hospital where it died in 3 hours. No blood 
examination was made. Necropsy revealed icterus 
neonatorum and intracranial haemorrhage. The second 
child was jaundiced on the second day, and admitted to 
hospital on the seventh day, deeply jaundiced, but with 
no enlargement of liver or spleen. A blood count showed 
Hb 53%, erythrocytes 1,860,000, colour index 1-43, 
reticulocytes 2% on admission. Serial blood counts 
showed that the Hb did not fall below 44°%; the reticu- 
locytes did not rise above 2°5°%. Jaundice faded within 
3 weeks. Two months later the Hb was 89%; there was 
a definite eosinophilia of 1,734 per c.mm. Four years 
later re-examination showed a normal blood picture. 
The third patient was noticed to be yellow at birth. On 
the sixth day there was no increase in jaundice but the 
baby was seen to be very pale and cold; it was moribund 
on admission to hospital. The liver was palpable but 
not the spleen. The blood pictures showed Hb 20%, 
1-5 nucleated red cells per 100 white cells, average dia- 
meter of red cells 8-7 x. The child died within 2 hours 
of admission. Necropsy revealed no abnormality. The 
liver, spleen, myocardium, thymus, and bone marrow 
were examined histologically. There were no erythro- 
blastic foci except in the bone marrow, the total number 
of erythroblasts appearing to be smaller than normal. 
The absence of extramedullary haematopoiesis was the 
most striking finding. 

Clinically the history is typical of erythroblastosis 
foetalis, including the high anti-Rh agglutinin titre in 
the mother’s blood. Haematologically in Cases 2 and 3, 
and histologically in Case 3, the diagnosis of erythro- 
blastosis cannot be confirmed. The alternative diagnosis 
is that of idiopathic macrocytic anaemia of the newborn. 
It is suggested that possibly the reaction to anti-Rh 
agglutinin may not always be the classical one, but that 
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at times the picture of acute macrocytic anaemia of the 
newborn or that of a regenerative, hypoplastic anaemia 
of infants (Diamond and Blackfan) may be produced 
instead. Mary J. Wilmers 


172, Synthetic L. casei Factor (Folic Acid) in Treating 
Certain Anemias in Man 

G. A. GoLpsMiTH. Science [Science] 104, 439, Nov. 8, 
1946. 9 refs. 


The results are summarized of synthetic folic acid 
therapy on 5 patients with anaemia, comprising 1 case of 
typical pernicious anaemia, | case of normocytic anaemia 
with hypoplastic bone marrow [? normoblastic], and 3 
cases of nutritional macrocytic anaemia, the bone marrows 
being respectively hypercellular and megaloblastic, hypo- 
cellular with a few megaloblasts, and hypocellular and 
normoblastic. The daily dosage was 15 mg. intra- 
muscularly for 19 or 20 days in 4 cases and somewhat less 
in the fifth. Apparently satisfactory haemopoietic 
responses occurred in all cases, and re-examination of the 
bone marrow 4 to 6 weeks after beginning treatment 
showed that “‘ it was approaching normal, regardless of 
whether the initial picture had been one of stimulation or 
depression of the erythroid series ”’. 

[From the data provided it is impossible to determine 
whether the erythropoietic responses were optimal, but 
it seems that the maximal reticulocyte counts were 
suboptimal. A surprising feature of this report is the 
haemopoietic response to folic acid of the patient. with 
the hypocellular normoblastic bone marrow, since all 
the existing evidence indicates that folic acid is effective 
only in cases with megaloblastic erythropoiesis. It 
must be remembered, however, that the bone marrow 
may undergo a rapid transformation from a megalo- 
blastic to a normoblastic picture following the institution 
of any form of effective therapy, and it is not at all clear 
that the patient in question had received no form of 
haematinic therapy during the weeks preceding the 
administration of folic acid. Regarding the hypo- 
cellular bone marrows said to be present in 3 of the cases, 
it should be noted that no detailed description of bone- 
marrow pictures is given, nor is any reference made to 
the technique employed.] L. J. Davis 


173. The Role of Synthetic Folic Acid (L. casei Factor) 
in the Treatmént of Nutritional Macrocytic Anaemia 

C. R. Das Gupta and J. B. CHatterseA. /ndian 
Medical Gazette [Indian med. Gaz.] 81, 402-410, Oct., 
1946. 8 figs., 23 refs. 


This article is of interest because so far little has been 
reported on the treatment of nutritional macrocytic 
anaemia with folic acid, whereas the use of this substance 
in the macrocytic anaemia of idiopathic steatorrhoea, 
Addisonian anaemia, tropical sprue, pregnancy and 
pellagra, and ‘in subacute combined degeneration and 
coeliac disease has been reported by several workers. 
Folic acid was originally extracted from spinach in 1941, 
and in 1945 was successfully synthesized. It is a yellow 
substance with a molecular weight of about 500, and 
contains nitrogen but no sulphur or phosphorus. It 


stimulates the growth of Lactobacillus casei, and is found 
in animal tissues such as liver and kidney, and in 
mushroom, yeast, and green leaves. 

Eight cases of nutritional macrocytic anaemia were 
treated with synthetic folic acid by mouth. [One of 
these was very probably a case of Addisonian pernicious 
anaemia, for it was associated with subacute combined 
degeneration of the cord of peripheral type. There was 
** considerable improvement clinically *’, but the haemato- 
logical response was slow and did not become complete 
until liver injections were given. It is not stated whether 
the neurological signs returned to normal with folic 
acid, but in view of the findings of Spies and Stone 
(Lancet, 1947, 1, 174), this seems unlikely.]_ Appreciable 
improvement was recorded in 7 cases and only slight 
improvement in 1. In most cases the leucocyte count 
rose considerably. A dose of 20 to 30 mg. daily given 
continuously for 30 days was found to be more effective 
than 100 mg. daily for 7 to 10 days. Administration of 
liver extract in 4 patients after treatment with folic acid 
produced further improvement, which was appreciable 
in 1 case and slight in the other 3. Regeneration of 
blood was rapid in all cases and appeared to be quicker 
than that seen after the oral administration of liver 
extract. Increased bone-marrow activity was reflected 
in the peripheral biood by a very obvious reticulocytosis 
and, jiater, by an increase in the red cell count and 
haemoglobin. Maturation did not proceed with rapidity 
equal io the formation of new red cells, as the mean 
corpuscular volume remained high even, after 30 days’ 
treatment with folic acid and liver extract had to be used 
to complete the cure. Thus the deficiency factors in 
nutritional macrocytic anaemia cannot always be made 
good by synthetic folic acid alone. The bone-marrow 
was very cellular and the best response was obtained 
where the immature cells of the red series constituted 
more than 50° of the total nucleated cells of the marrow. 
Response was also better where the marrow, though 
megaloblastic, showed a fair amount of normoblastic 
erythropoiesis. In cases where there was absolute 
achlorhydria the improvement was not so great as in 
those where there was hypochlorhydria or pseudo- 
achlorhydria. The total blood proteins were diminished 
in all cases except one; cases with plasma protein values 
over 4°% responded better than those with less. The 
protein in the diet had, it seemed, no influence on the 
improvement. Associated syphilis (no less than 4 of 
the patients had a positive Wassermann reaction), 
amoebiasis, or hookworm infestation did not seriously 
impede improvement. 

The authors suggest that two factors are necessary in 
the treatment of macrocytic anaemia. In natural 
sources such as liver or marmite the maturation factor 
probably preponderates over the stimulation’ factor. 
Both these factors are probably present in synthetic 
folic acid, but the stimulating factor is presumably in 
excess of the other, hence the persistence in some cases 
of macrocytosis in spite of the improvement in the red 
cell count and haemoglobin. It is not clear whether the 
increase in the leucocytes is due to increased vascularity 
of the marrow or to a direct effect on leucopoiesis. 

E. G. Sita-Lumsden 
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174. Observations on Haemolytic Disease of the New- 
born 

R. R. Gorpon. Archives of Disease in Childhood [Arch. 
Dis. Childh.] 21, 225-228, Dec., 1946. 14 refs. 


The clinical histories of 119 cases of icterus gravis 
neonatorum occurring between the years 1934 and 1946 
were analysed and the following conclusions were drawn. 
A history of previous stillbirths is of some importance 
in diagnosis, since in the group surveyed the stillbirth 
rate was 6:5%, compared with a rate of 3-6% for the 
general population of Glasgow in 1943. On the other 
hand, since the abortion rate in the group was only 
3-2%, it is thought that a history of previous abortions 
is of no diagnostic importance. The mortality rate in 
44 of the more recent cases transfused with Rh-negative 
blood was 25%, compared with a mortality rate of 
55-7% in 61 of the earlier cases transfused with blood not 
typed for rhesus factors. Serological analysis of the 
blood of mother and child is regarded as of considerable 
diagnostic value, and attention is drawn to the existence 
of pathological states that may simulate icterus gravis 
neonatorum. The case histories of 3 examples of such 
states are given. L. J. Davis 


175. Hemolytic Disease of the Newborn (Erythro- 
blastosis Fetalis). Treatment by a Single Massive 
Transfusion, with Complete Recovery 

A. BLoxsom. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 72, 320-324, Sept., 1946. 10 refs. 


An infant with icterus gravis neonatorum was given a 
transfusion with 90 ml. Rh-negative blood and 50 ml. of 
plasma during the few hours following birth. The next 
morning it was given a further transfusion and, owing to 
an accident, received 310 ml. of blood in a short space of 
time. The infant became red and perspired freely but 
showed no other untoward effects. Whereas before the 
transfusion the infant’s “ reaction for the Rh factor” 
was only weakly positive, 10 days later it had become 
strongly positive. The author concludes that the 
transfusion supplied some ‘“ undoubted anti-antigen- 
antibody factor ”’. a 

[There is no need to postulate any unknown factor to 
explain weakly positive Rh reactions in infants with 
icterus gravis. It has been shown that the red cells of 
such infants are coated with anti-Rh antibody which 
sometimes makes them difficult to agglutinate. In time 
the supply of antibody is used up and the red cells then 
agglutinate more strongly.] P. L. Mollison 


176. Acute Hemolytic Anemia Associated with Auto- 
agglutination with a Thermal Amplitude of 0° to 37° C. 
H. Lupinski and A. GOLDBLOOM. American Journal of 
Diseases of Children [Amer. J. Dis. Child.] 72, 325-333, 
Sept., 1946. 26 refs. 


Autoagglutinins, active only at refrigerator tempera- 
ture, occur in many normal sera: autoagglutinins, active 
at room temperature, are usually found only in diseased 
patients, and activity of autoagglutinins at body tempera- 
ture appears to be confined to patients with haemolytic 
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anaemia. The authors found 4 cases only in the literature 
in which autoagglutinins had been clearly demonstrateg 
to be active at 37°C. They here add 1 further Case, 
The patient was a boy, aged 114 years. Apart from a 
tendency to bleed from the gums during the previous few 
years he had been well. Two weeks before admission 


to hospital he became pale and 1 week before admission . 


he became yellow and lethargic. On examination he 
showed a number of petechiae and an enlarged spleen, 
His blood revealed evidence of a haemolytic anaemia: 
Hb 4-05 g.%; reticulocytes 25%; serum bilirubin 36 
mg.%; [osmotic fragility is not mentioned]. The patient 
received seven transfusions in a period of a few days, 
but his blood picture did not improve and he died 2 weeks 
after admission to hospital. His serum was shown to 
contain an autoagglutinin having a titre of 4 at refriger. 
ator temperature, room temperature, and at 37° C. 
P. L. Mollison 


177. Haemolytic Icterus (Acholuric Jaundice), Con- 
genital and Acquired 

J. F. Loutit and P. L. Mo.uison. Journal of Pathology 
and Bacteriology [J. Path. Bact.] 58, 711-728, Oct., 1946, 
6 figs., 59 refs. 


Two techniques are applied to exploring the differences 
between congenital and acquired haemolytic icterus, 
First, the survival of the patient’s red blood cells in normal 
persons and of normal cells in the patient’s circulation is 
estimated; secondly, the patient’s red cells are tested with 
suitable absorbed and prepared anti-human-serum 
(AHS) rabbit serum, in order to determine whether the 
red cells have been exposed to a circulating haemolysin. 
In congenital haemolytic icterus the patient’s red cells 
are only short-lived—the 50% survival is 5 to 15 days 
compared with a normal 50 to 60 days—when transfused 
into normal persons; normal red cells survive normally 
when transfused into a patient; the patient’s red cells 
do not agglutinate with AHS serum. In the acquired 
form, the patient’s cells survive normally when transfused 
into a normal person, but a normal person’s cells 
transfused into a patient are rapidly destroyed; a patient's 
red cells are agglutinated by the AHS serum. Splenec- 
tomy does not change the results in the congenital type, 
and the red cells are still rapidly destroyed in a normal 
person’s blood. After splenectomy for the acquired 
form of haemolytic icterus transfused normal red cells 
are less rapidly eliminated. The authors consider that 
the two forms are different diseases. In the congenital 
form abnormal erythrocytes are produced by the bone 
marrow; these abnormal cells are unduly susceptible 
to the normal processes that cause haemolysis, they 
become spherocytic after release from the marrow as a 
result of the action of the normal lysins in the circulating 
plasma, and are rapidly eliminated. In the acquired 
form there is a circulating haemolysin that rapidly 
destroys the patient’s red cells and, equally, any that are 
transfused. The reasons for the beneficial effect of 
splenectomy in the congenital type are discussed. It is 
suggested that these diseases should be renamed as 
familial and secondary haemolytic anaemias of spherocytic 
type. M. C. G. Israéls 
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178. A Case of Sickle Cell Anaemia in a White Subject. 
(Beyaz insanda zenci anemisi (Sicklecellanemia: Orak 
eritrositli anemi)). [English summary.] 

E. S. and S. ErGuN. Tiirk Tip Cemiyeti Mecmuasi 
[Tiirk tip Cem. Mec.]} 90, 251-261, Aug., 1946. 6 figs. 


Sicklaemia is recorded in a Turkish girl, aged 22 years, 
from the island of Imroz. The total red cells were 
4,000,000 per c.mm., haemoglobin 38 %, total leucocytes 
5,900 per c.mm., normoblasts 2.4%. Ulcers were pre- 
sent on both legs. As negro ancestry was denied, the 
authors describe the case as the fourteenth to be recorded 
in the white race. 

[As for many centuries and until well within living 
memory negro slaves have existed in Turkey, mere 
denial is hardly sufficient to exclude negro blood.] 

G. M. Findlay 


179. Heredity of Haemophilia in Relation to Blood 
Groups. (Hérédité du facteur hémophilique en rapport 
avec celle des groupes sanguins) . 

P.E. Wet. Presse Médicale [Presse méd.] 54, 746-747, 


Nov. 9, 1946. 4 figs., 5 refs. 


In spite of reports in the literature to the contrary, the 
author concludes that the genetic factors determining the 
blood group (Landsteiner) and transmitting haemophilia 
are certainly independent. He reviews four families 
from the literature and adds four of his own. Siblings 
whose parents are both Group O and who inherit a 
haemophilic tendency are necessarily of the same blood 
group. Sons with parents of different blood groups 
inheriting the haemophilic sex-linked recessive character 
may fortuitously be of the same blood group. Thus, in 


. one family of 7 children—S sons and 2 daughters— 


reported by Weil, 2 sons were haemophilic and of Group 
A. A third son, also of Group A, was not haemophilic. 
In another family haemophilic brothers were of Groups O 
and A. From these and similar cases it is clear that the 
haematological characteristics of the blood group and 
of haemophilia are independent and are not contained 
in the same gene. W. A. Bourne 


HAEMATOPOIETIC SYSTEM 


180. Reticulocytosis following the Administration of 
Thymine to Splenectomized Rabbits 

E. M. Bavin and T. R. MippLeton. Nature [Nature, 
Lond.] 158, 627, Nov. 2, 1946. 1 fig., 6 refs. 


The authors describe the effect of administering thy- 
mine to splenectomized rabbits. They note a rise in 
reticulocytes varying in degree with the dose of thymine 
employed, and in time of onset with the route of 
administration. They conclude that their observations 
Support the view expressed by Spies and his collaborators 
that thymine or some substance of similar structure plays 
an important part in haematopoiesis. The authors admit 
that the response of different rabbits to the same dose was 
variable, and apparently certain rabbits were thought 
unlikely to respond and were not employed, since they 


failed to react to liver extract. No explanation of this 
failure is given. 

[The results, though interesting, suggest that the use of 
the splenectomized rabbit for testing the haematopoietic 
activity of different substances requires considerable 
further study before such results can be exactly 
interpreted.] Janet Vaughan 


181. Electrocardiographic and Spirometric Studies in 
Epithelioid-cell Granulomatosis (Boeck’s Disease). 
(Elektrokardiographische und spirometrische Unter- 
suchungen bei der epitheloidzelligen Granulomatose 
(Morbus Besnier-Boeck-Schaumann)) 

S. J. Lerrner. Cardiologia (Cardiologia, Basel] 10, 379- 
401, 1946. 6 figs., 18 refs. 


Eight out of 17 patients with Boeck’s disease had 
electrocardiographic (E.C.G.) evidence of myocardial 
lesions. One patient had an open ductus arteriosus. 
The E.C.G. changes were intensified by physical work in 
7 out of 8 patients. Oxygen inspiration abolished the 
E.C.G. changes in 2 cases. Pulmonary disturbances 
were often found by spirometry.—_{Author’s summary.] 


182. Isolation of a Glucose Containing Cerebroside 
from the Spleen in Gaucher’s Disease 

M. S. Sacks and M. A. ANDERSCH. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 212, 546- 
549, Nov., 1946. 2 figs., 10 refs. 


It has been generally assumed that the cerebroside 
found in the splenic reticulum cells in Gaucher’s disease 
is kerasin, containing galactose; but though in one 
reported case the presence of galactose has been confirmed 
by osazone formation, other investigators have reported 
that glucose was the carbohydrate component of the 
glycolipid. The authors have investigated the spleen 
of a girl of 12, suffering from anaemia and with a positive 
cephalin-cholesterol flocculation reaction, in whom 
Banti’s disease was diagnosed before operation but whose 
spleen showed the typical histological changes of 
Gaucher’s disease. After operation the anaemia im- 
proved and the cephalin-cholesterol flocculation test 
became normal. A cerebroside was extracted from the 
spleen (details of the procedure are given), and this was 
found to have glucose as its carbohydrate moiety. The 
authors suggest that two forms of Gaucher’s disease 
should be distinguished—one in which the lipid is a 
galactolipid similar to normal kerasin; the other — 
characterized by the accumulation of an abnormal 
glucose-containing kerasin. D. A. K. Black 


183. Rh Factors. Personal Researches and General 
Revue. (Facteurs Rh. Recherches personnelles et revue 
générale) 

P. Moureau. Sang [Sang] 18, 11-22, 1947. 


184. A Statistical Study of Mortality from Leukemia 
M. S. Sacks and I. SEEMAN. Blood [Blood] 2, 1-14, 
Jan., 1947. 3 figs., 13 refs. 
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Respiratory Disorders 


185. A New Flat Epithelial Layer Covering the 
Respiratory Mucosae. [In English] 

F. Duran-JorpA. Acta Medica Scandinavica [Acta 
med. scand.| 126, 428-434, Nov., 1946. 9 figs., 8 refs. 


Histological studies of specially fixed biopsy and post- 
mortem sections of the trachea and bronchial tree have 
shown these to have a covering layer of flat epithelial 
cells. This layer was found in all bronchi and in the 
terminal bronchioles; it joins the semi-squamous cells 
of the “‘ respiratory epithelium ’’. The cellular nature of 
this membrane was confirmed by its failure to stain with 
mucous stain and by micro-incineration. This semi- 
squamous cellular layer has also been demonstrated in 
the calf, sheep, and pig. It is rapidly destroyed after 
death, which is probably the reason why it has not been 
described previously. If the existence of this protective 
layer of cells is confirmed it is clear that the present 
conception of the function of the ciliated epithelium of 
the trachea and bronchus will need drastic revision. 

C. Bruce Perry 


186. Sulfapyrazine—-Its Use in the Prophylaxis of 
Respiratory Disease 

R. H. BROH-KAHN and G. ERDMAN. American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 212, 170-178, 
Aug., 1946. 2 figs., 7 refs. 


This well-controlled study was carried out at a U.S. 
Army air base during the winter months of 1944-5. In 
the past, owing to its location and climatic conditions, 
the airfield had experienced relatively high respiratory 
disease rates, and it was known that a Group A, Type 17, 
haemolytic streptococcus had long been endemic. Four 
squadrons, each containing 1,000 men, were chosen to 
receive prophylaxis. Respiratory disease rates were 
determined for all four squadrons during a 4-weeks 
control period. Patients admitted to hospital were 
classed as having relatively severe infections, while 
dispensary cases included all men seeking aid for acute 
respiratory disease. Two squadrons were given sulpha- 
diazine prophylaxis, and the other two sulphapyrazine, 
for a 30-days period. The personnel of all four squadrons 
each received daily 1 g. of the appropriate drug. 

Sulphapyrazine and sulphadiazine were both effective 
in reducing the number of admissions due to scarlet fever 
streptococcal respiratory diseases, and gonorrhoea. It 
was Clear that they also had an appreciable effect on the 
incidence of non-streptococcal acute respiratory infections. 
No cases of meningitis were seen during the entire period 
of study. Sulphonamide prophylaxis, in the dosage 
used, did not appear effective against pneumococcal 
pneumonia. Sulphapyrazine was rather less toxic than 
sulphadiazine. In the former series only three mild 
skin eruptions were seen, two of which occurred in men 
who had previously shown sulphonamide-sensitivity. 


[The possibility of certain organisms acqui 
resistance to such a chemotherapeutic agent given over 
long periods will discourage the adoption of such pro. 
phylactic measures in civil life. The abstracter, however, 
along with many other Service men in West Africa, took 
sulphapyrazine, in a dosage of 0-5 g. daily, continuously 
for many months as a malaria prophylactic withen 
apparent ill effect.] T. Semple 


187. Broncho-pulmonary Abnormalities 

A. F. Fosrer-Carter. British Journal of Tuberculosis 
and Diseases of the Chest [Brit. J. sisi 40, 111-124, 
Oct., 1946. 23 figs., 40 refs. 


The author's simple classification of congenital lung 
abnormalities deserves reproduction: 
I. Abnormalities of Lobation: 
a. Additional fissures. 
b. Deficient fissures. 
c. Fissures due to displaced structures: 
1. Lobe of the azygos vein. 
2. Sequestration of lung due to an abnormal 
artery. 
3. Fissure for subclavian artery. 
If. Abnormalities of the Bronchi: 
a. Supernumerary bronchi. 
b. Displaced bronchi. 
c. Congenital cystic disease. 
lll. Abnormalities of the Parenchyma: 
a. Accessory lungs. 
b. Agenesis of the lung. 
c Hypoplasia of the lung. 


Additional fissures may separate wholly or in part any 
of the normal lung segments, the commonest examples 
being the cardiac segment and the apical, or dorsal, 
segments of the lower lobe. Occasionally subsegments 
may be similarly isolated. The origin of the “ azygos 
lobe” as a subsegment of the right upper lobe apical 
segment is discussed. Supernumerary bronchi are 
relatively rare, and many of those so described in the 
literature are in fact displaced bronchi, which are not 
uncommon; thus, occasionally the upper lobe apical 
segment bronchus arises separately from the main stem 
and is wrongly termed supernumerary. The anterior 
branch of the upper lobe bronchus may arise from the 
middle lobe or lingular bronchus. Accessory lungs are 
isolated masses of rudimentary lung tissue not usually 
communicating with the bronchial tree and deriving their 
blood supply from neighbouring vessels. They are more 
common on the left side, and may be associated with 
other malformations, such as absence of the hemi- 
diaphragm. In those infants which survive, such an 
intrathoracic accessory lung may be mistaken in a radio- 
graph for a tumour or dermoid cyst. Three types of 
agenesis (also more commonly left-sided) have been 
described: cases of true aplasia, in which the trachea 
leads into a single bronchus; cases in which there is a 
small evagination of the trachea representing the bronchus 
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to the absent Jung; and cases having a rudimentary 
bronchus leading into a small fleshy structure without 
a article is, in some respects, a supplement to the 
writer’s previously published work on bronchopulmonary 
anatomy. His line drawings are again perfectly clear 
and the radiographs are similarly well chosen.] 
T. Semple 


188. Epidemic Pneumococcal Pneumonia. 
tion of the Epidemic 

R. G. HopGes and C. M. MacLeop. American Journal 
of Hygiene |Amer. J. Hyg.| 44, 183-192, Sept., 1946. 
3 figs., 4 refs. 


I. Descrip- 


189. Epidemic Pneumococcal Pneumonia. Ll. The 
Influence of Population Characteristics and Environment 
R. G. HopGes. American Journal of Hygiene [Amer. J. 
Hyg.] 44, 193-206, Sept., 1946. 10 figs., 3 refs. 

190. Epidemic Pneumococcal Pneumonia. III. Pneu- 
moceceal Carrier Studies 

R. G. HopGes, C. M. MAcLeop, and W. G. BERNHARD. 
American Journal of Hygiene [Amer. J. Hyg.] 44, 207- 
230, Sept.. 1946. 9 figs., 16 refs. 


i91. Epidemic Pneumococcal Pneumonia. IV. The 
Relationship of Nonbacterial Respiratory Disease to 
Pneumococcal Pneumonia 

R. G. HopGes and C. M. MacLrop. American Journal 
of Hygiene [Amer. J. Hyg.| 44, 231-236, Sept., 1946. 
3 figs.. 2 refs 


192. Epidemic Pneumococcal Pneumonia. VY. Final 
Consideration of the Factors Underlying the Epidemic 

R. G. HopGes and C. M. MacLreop. American Journal 
of Hygiene {[Amer. J. Hyg.] 44, 237-243, Sept., 1946. 
| fig., 3 refs. 


|. This series of papers gives an account of the endemic 
occurrence of * bacterial pneumonia ” ina large American 
Army Air Force technical school during the period 
1942-5. During these 3 years 1,644 cases of “ bacterial 
pneumonia *’ were reported, and even though no death 
occurred the disease proved serious because of the time 
lost from Service duties. The morbidity rates recorded 
for this. school were exceptionally high, however, and 
were by no means representative of similar military units 
elsewhere. 

The first paper gives a full account of the camp and 
its personnel. It was situated in the Middle West, where 
the summers are dry and hot and the winters bitterly 
cold. Throughout the period of the survey the school 
had a strength of between 8,000 and 17,000 men, of 
whom the majority were between 20 and 40 years old. 
The main contingent was made up of physcially fit white 
recruits: smaller groups were composed of * washed- 
out” aviation cadets and men returned from overseas. 
The men slept in large wooden huts, about 200 in number, 
which were heated by coal stoves; the conditions were 
such that there was “‘ an undersiandable tendency on the 
pari of the men to sacrifice fresh air in favour of warmth ”’. 


The following categories of respiratory diseases were 
distinguished: (a) bacterial pneumonia (mostly pneu- 
mococcal); (4) primary atypical pneumonia; (c) strepto- 
coccal sore throat; and (d) common respiratory diseases, 
including rhinitis, pharyngitis, laryngitis, and bronchitis. 
Although “ bacterial pneumonia *’ was endemic through- 
out the period studied, it showed the usual epidemic 
peaks during the winter months. The incidence in the 
first and second winters was about the same, but that in 
the third winter—-by which time roughly three-quarters 
of the men had had more than a year’s Army service— 
was considerably lower. At first no prophylaxis was 
attempted, but latterly both the administration of 
sulphonamides and the introduction of active immuniza- 
tion led to a marked fall in incidence. Particularly 
notable was the fact that a programme of active immuniza- 
tion against pneumococcus Types I, II, V, and VII 
(which had been the chief pathogenic types) brought 
about the almost complete disappearance of the 
homologous pneumonias. 

il. Among the men entering the training school, the 
maximal incidence both of the common respiratory 
diseases and of bacterial pneumonia was reached within 
a few weeks of their admission. Sudden changes in 
climatic conditions played only a minor part in aetiology, 
for in the winter of 1944-5 there were no significant 
differences in incidence in groups of men who had been 
transferred from camps in such climatically differing 
States as Florida, Utah, California, Mississippi, and New 
Jersey. Respiratory infections seemed to spread more 
readily during the day, when the men mixed in the class- 
rooms of the school, than during the night, when they 
were segregated in their sleeping-huts. Foci of infection 
in these huts were carefully sought for but none was 
found. The conclusion that infection spread during the 
daytime was supported by a description of the manner of 
spread of an epidemic of influenza A in the school. 
This first became disseminated through one large teaching 
shift, irrespective of their sleeping-quarters, and then 
through the other shift. 

[A number of conclusions set out in this paper seem 
open to question. Many of the data given are expressed 
in terms of rates per 1,000 men per annum, and others in 
percentages; they often give a spurious impression of 
Jargeness in consequence. When actual numbers of cases 
are compared, as is sometimes possible after tedious 
interpolations from the charts, the significance of the 
differences is sometimes doubtful.]} 

lil. During the epidemic peak of the winter of 1944-5 
the pneumococci recovered from the throats of a large 
sample of the men were carefully typed. This survey 
period coincided with the active immunization of many 
of the men with the specific soluble substances of 
pneumococci of Types I, Il, V, and VII;° there are 
reasons for believing that this procedure lowered both 
the carrier rates and the pneumonia rates for these 
types. The carrier rates for all types of pneumococci, 
however, rose steadily from about 35% in September, 
1944, to 70% in January, 1945. A large proportion of 
the positives were found to be carriers of two or more 
types: one type, 1,317; two types, 200: three types, 27; 
four or more types, 5. [The authors’ belief that this 
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relative frequency is largely explicable by chance is not 
borne out by reference to Poisson’s distribution.] 

Since the large number of pneumococcal types renders 
it impossible to consider each of their epidemiological 
characteristics separately, they were grouped together 
according to the following scheme: (i) those that were 
frequently recovered from cases of pneumonia (Types I, 
II, IV, V, VII, VIII, and XID; (2) those found only 
occasionally in such cases (Types IX, X, XI, XV, XX, 
XXV, and XXXII); (3) the remainder which were 
unassociated with the disease. It was found that the 
carrier rate for the types in group (1) rose during the 
winter months and had a peak at roughly the same time 
as the peaks for non-bacterial respiratory disease and 
bacterial pneumonia. It was further observed that these 
more virulent types were acquired by the men within 
the first few weeks of their entering the school. In the 
light of these findings it is suggested that the exceptionally 
high rate for pneumonia which distinguished this school 
from others of a similar character resulted from a 
number of pathogenic types of pneumococcus becoming 
heavily implanted in the population early in the history 
of the school, and being passed down from “ generation ”’ 
to “‘ generation ” of students. 

IV. This paper reviews certain evidence that “ non- 
bacterial respiratory diseases’’ operate as an “ inciting 
factor ’’ in the pathogenesis of pneumococcal pneumonia. 

V. Although during an epidemic cycle both the pneu- 
mococcal carrier rates and the non-bacterial respiratory 
disease rates were found to run fairly parallel with that 
for pneumococcal pneumonia, there were some 
divergences between the three curves. When the product 
of the former two rates, however, was related to the 
pneumonia rates the agreement was found to be much 
closer, and it is possible to calculate the relating constant. 
However, since the value of this constant will necessarily 
be affected by the infectivity of the types of pneumococci 
locally prevailing in a community, by the average resist- 
ance of its population to such bacteria, and possibly by 
the nature of the non-bacterial respiratory diseases 
involved, it is almost certain that such computations will 
require to be made afresh for each community studied. 

G. Payling Wright 


193. Further Observations on Cases of Asthma and 
Bronchitis Associated with High Eosinophilia and with 
Mites in the Sputum 

V. St. E. D’Asrera. Indian Medical Gazette [Indian 
med. Gaz. 81, 414-417, Oct., 1946. 10 refs. 


Carter, Wedd, and D’Abrera (Indian med. Gaz., 1944, 
79, 163) and Carter and D’Abrera (Trans. R. Soc. trop. 
Med. Hyg., 1946, 39, 373) reported from Ceylon cases of 
respiratory disorder associated with high eosinophilia 
(above 3,000 eosinophils per c.mm.). The present paper 
records observations on 6 additional patients presenting 
points of special interest. In Ceylon asthma and 


bronchitis are in a high proportion of cases characterized 
by eosinophilia, specific radiological appearances of the 
lungs, the frequent presence of mites in the sputum, and 
specific response to arsenotherapy, constituting a clinical 
entity which has been recognized in recent years. 


In the author’s 6 cases mites (tarsonemids and 
glyphids, which are common in stored products, dust, and 
débris) were present in the sputum. Treatment in 1 case 
was started with bismuth, as both mites and spirochaetes 
were found in the sputum, but the bismuth was without 
effect on the bronchitis and hence the spirochaetes were 
unlikely to be the cause of the respiratory complaint, 
A course of “carbarsone”’ was completely effective, 
Another patient, in whom it was thought that Leishmania 
might be an aetiological factor, was given antimony 
(“ anthiomaline ’’) without success but responded to 
organic arsenic. Two of the patients were pregnant; 
1 came under early treatment; but the other refused 
arsenotherapy from fear that an exacerbation of symptoms 
might provoke the onset of premature labour. In the 
treated patient labour was easy and the puerperium 
uneventful, while in the untreated one labour was 
difficult and prolonged owing to exhaustion from 
violent coughing, and the puerperium was also febrile, 
The blood condition was not transferred from the mother 
to the infant. Two patients relapsed. Both of these 
when first seen had productive cough and mites were 
recovered from their sputa. Both continued to live 
under the same environmental conditions as before, and 
it is probable that asthmatic relapses were due to inhala- 
tion of a few mites by individuals already sensitized to 
the specific allergen. The malady began simultaneously 
in 2 patients, who were husband and wife; 1 was 
asthmatic and the other bronchitic. Following the 
administration of arsenicals, exacerbation with status 
asthmaticus occurred for a time in several cases. This 
was said to be well controlled by sulphonamides. 

[Subsidence of the exacerbation may, however, have 
resulted merely from withdrawal of the arsenic and the 
possibility of a Herxheimer reaction is not mentioned.] 

E. G. Sita-Lumsden 


194. Inefficacy of Intramuscular Injection of Penicillin 
in a Case of Pulmonary Gangrene; Cure Effected by 
Penicillin Aerosols. (Gangréne pulmonaire traitée par 
la pénicilline. Inefficacité des injections intramusculaires. 
Guérison par les aérosols) 

M. RocH and P. ALPHONSE. Bulletin der Schweizerischen 
Akademie der Medizinischen Wissenschaften [Bull. 
schweiz. Akad. med. Wiss.] 22, 98-101, Oct., 1946. 
1 fig., 6 refs. - 


On analogy with the local use of penicillin in surgery 
and on the results of a single case which they report, the 
authors make a strong plea for the topical use of penicillin 
by means of aerosols in gangrene of the lung. An 
agricultural labourer, aged 72, with a previous history 
of two attacks of “‘ chest trouble ’’ of unknown nature, 
complained of headache, fatigue, shivering, pain in the 
right chest, sweating and cough with foetid sputum. 
After a week he began to expectorate large quantities of 
sputum like red currant jelly (up to 500 ml. daily) con- 
taining elastic fibres, streptococci, and Friedlander’s 
bacillus. Radiography showed a cavity of the size of a 
small orange in the right upper pulmonary zone. In the 
next 10 days he received 2,160,000 units of penicillin by 
intramuscular injection without any improvement in the 
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fever, physical signs, or quantity of sputum. He was 
then treated by inhalation of penicillin, 50,000 units 
“in 10 ml. of fluid” [presumably water] twice daily; 
it is estimated that he actually absorbed 70,000 units 
daily, or about one-third of the quantity previously 
injected. There was an immediate and remarkable 
improvement, the amount of sputum diminishing rapidly 
and the pyrexia following suit more slowly. In 10 days 
he was afebrile and after 26 days the sputum had ceased 
completely. In about a month the physical and radio- 
jogical signs became normal and he had gained 11 Ib. 
(5 kg.) in weight. The erythrocyte sedimentation rate 
remained elevated for a considerable time after clinical 
cure. E. G. Sita-Lumsden 


195. Loeffler’s Syndrome. Report of a case with 
Pathologic Examination of the Lungs 

A. H. BAGGENsToss, E. C. BAYLEy, and D. O. N. Linp- 
perG. Proceedings of the Staff Meetings of the Mayo 
Clinic (Proc. Mayo Clin.] 21, 457-465, Nov. 27, 1946. 
3 figs., 11 refs. 


The authors report clinical and post-mortem findings 
inacase of transitory pulmonary infiltration accompanied 
by eosinophilia in an asthmatic. The patient was a 
woman of 59 years who had had asthma for 7 years. 
On admission to a sanatorium she complained of severe 
cough, anorexia, and breathlessness; she had lost 61 Ib. 
(27-5 kg.) in weight. She was under observation for 
6 months before her death. At first there were scattered 
shadows of varying size, shape, and density in both upper 
lobes. The total leucocyte count was 12,550 per c.mm., 
35% of which were eosinophils. The Kahn test was 
negative, and no recognized pathogens could be demon- 
strated in the sputum. The temperature varied between 
99° and 99-6° F. (37-2° to 37-5°C.). The pulmonary 
infiltration gradually disappeared. Terminally the patient 
had severe substernal discomfort, progressive dyspnoea, 
and generalized oedema. The post-mortem examina- 
tion was limited to the lungs. There were many irregular 
areas of increased density throughout both lungs; over 
these areas, the pleura was thickened and there were 
some adhesions. The dense areas were greyish-yellow 
on section. The bronchi contained much muco- 
sanguineous exudate. Culture from the consolidated 
regions for tubercle bacilli was negative. Histologically 
the affected regions showed masses of fibroblasts and 
collagen, containing many eosinophils, plasma cells, 
lymphocytes, and some giant cells. In some places 
there were also focal lesions like tubercles, with acidophil 
necrotic material at the centre, containing eosinophilic 
granules. Surrounding the centre were histiocytes, 
epithelioid cells, and fibroblasts arranged radially, and an 
outer zone containing eosinophils. Giant cells were 
occasionally observed. There was severe peri-arterial 
and peri-capillary inflammation with eosinophils and 
plasma cells as the principal cells. Actual necrosis of 
vessel walls was sometimes seen. The region surround- 
ing the organized pneumonia had the appearance of an 
interstitial pneumonia. In sections of the lower lobes, 
a more recent inflammatory process was seen, the alveoli 


containing serum, red cells, and fibrin in addition to the 
cellular elements described above. No organisms could 
be detected. 

Thus the most significant histological features of the 
case were the predominance of eosinophil leucocytes, 
the similarity of the bronchial lesions to those found in 
bronchial asthma, the advanced organization of the 
pneumonic exudate, the focal granulomata not typical 
of either tuberculosis or rheumatism, and the necrotizing 
arteritis and arteriolitis similar to the changes seen in 
peri-arteritis nodosa. Many points in the histological 
study indicate an allergic basis for the lesions, but no 
allergen could be identified. J. G. Scadding 


196. Calcification of the Lung Alveoli 
W. G. BARNARD. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 625-629, Oct., 1946. 14 figs., 5 refs. 


Two cases of calcification of alveolar walls in apparently 
normal lungs are described. In a third case broncho- 
pneumonia following streptococcal tonsillitis was associ- 
ated with similar calcification. The condition is also 
described as occurring in a leghorn hen, in which the 
kidneys showed severe chronic nephritis. In none of 
these cases was the serum calcium or phosphate estimated, 
nor was special attention paid to the parathyroid glands, 
which, however, were not obviously abnormal. In all 
cases, evidence of renal disease was found. 

R. H. D. Short 


197. Atelectasis of the Lung in Primary Atypical 


Pneumonia. (Uber Lungenatelektase bei 
atypischer Pneumonie) 

H. Latrinen. Annales Medicinae Internae Fenniae 
[Ann. med. intern. fenn.] 35, 185-208, 1946. 11 figs., 
9 refs. 


primarer 


The author considers that the disparity which exists 
between the clinical findings and the radiological 
appearances in cases of primary atypical pneumonia is 
accounted for by atelectases. These cause a minimum 
of clinical symptoms but appear in radiographs as well- 
defined shadows. In 52 cases out of a series of 96 cases 
of primary atypical pneumonia atelectases could be 
demonstrated radiographically. The collapse was seen 
most often in lobes or portions thereof, while in the 
majority of patients the atelectasis was in the middle 
lobe. The collapse of lobes or of portions of lobes was — 
often incomplete. The diagnosis of atelectasis was made 
chiefly on the characteristic shadowing and the situation 
and alteration in the position of interlobar septa, which 
were always clearly visible in lateral views. Frequently 
the lung shadowing alone was diagnostic of atelectasis. 
A new diagnostic sign of atelectasis is suggested by the 
author—namely, the appearance of “* additional ”’ inter- 
lobar septa, which are caused by a folding of the inter- 
lobar pleura in the region of the atelectatic lung. This 
portion of the interlobar pleura is then visible in antero- 
posterior views as a linear interlobar septum in an 
unusual situation. H. Jaslowitz 
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198. A Case of Spontaneous Perforation of the Ceso- 
phagus 

K. D. Focaritr. British Journal of Tuberculosis and 
Diseases of the Chest (Brit. J. Tuberc.| 40, 133-134, 
Oct., 1946. 1 ref. 


A woman, aged 57 years, who had experienced pain 
in the back for 6 months, vomited blood and shortly 
afterwards presented signs suggestive of acute pancreatitis. 
Cervical surgical emphysema followed, however, and 
this pointed to the diagnosis of oesophageal perforation. 
At operation a longitudinal rent 1 in. (2-5 cm.) long was 
found in the wall of the oesophagus, some 2 in. (5 cm.) 
above the cardia. Despite suture, gastrostomy, and 
adequate penicillin therapy, the patient died 2 days after 
admission. At necropsy a small shallow ulcer was found 
to involve the gastric mucosa just above the cardia. The 
perforation, with sutures intact, was quite separate and 
at a slightly higher level. The pleural cavities were not 
involved. It is presumed that the ulcer was the cause of 
the preceding back pain and that bleeding from it had 
initiated vomiting, which, with an element of spasm, was 
responsible for the perforation. Attention is drawn to 
the recent review of the subject by Barrett (Thorax. 
1946, 1, 48). T. Semple 


199. ‘The Pathology of Simple Gastritis 
H. A. MaGnus. Journal of Pathology and Bacteriology 
[J. Path. Bact.) 58, 431-439, Sept., 1946. 14 figs., 22 refs. 


The material examined for the purpose of this investiga- 
tion consisted of i100 partial gastrectomy specimens, and 
20 * normal” post-mortem specimens fixed by formalin 
injection 15 minutes after death. Acute bacterial 
gastritis and non-inflammatory gastritis as found in 
Addisonian anaemia were excluded from the study. 
The following classification is used: 


ACUTE EROSIVE GASTRITIS 


PYLORIC 
A 


DIFFUSE 
| A 


vii 
CHRONIC DIFFUSE 
ATROPHIC GASTRITIS 


CHRONIC ATROPHIC 
PYLORIC GASTRITIS 


Of the 100 gastrectomy specimens there were lesions of 
malignant ulceration in 33, of simple gastric ulcer in 46, 
and of simple duodenal ulcer in 10; the remaining 11 
showed varying degrees of inflammatory change as did 
also all specimens in which there were lesions of simple 
gastric ulcer. Specimens in which there was duodenal 
ulceration showed mild quiescent gastritis only. All 
specimens with lesions of malignant ulceration, whether 
primary (25 cases) or occurring upon chronic peptic 
ulcers (8 cases), also revealed chronic gastritis. 

The author divides simple gastritis into inflammatory 
and non-inflammatory types which differ fundamentally 


Disorders 


from each other. He states that inflammatory gastritis 
is a lesion characterized in its acute stage by the presence 
of erosions, exudate in the gastric tips, activity of the 
surface epithelium, destruction of the glands, and 
polymorphonuclear infiltration of the mucosa accom. 
panied by transmigration through the surface epithelium 
by polymorphonuclear leucocytes. In its chronic state 
there is atrophy of the glandular parenchyma, fibrosis of 
the mucosa and submucosa, intense infiltration of the 
interstitial tissue by plasma cells and lymphocytes, and 
metaplasia of gastric to intestinal epithelium. The 
author’s other conclusions are that “ non-inflammatory 
gastritis or ‘iodiopathic’: atrophy of the stomach is 
characterized by extreme atrophy of all coats of the 
stomach wall and is not accompanied by any evidence 
of past or present inflammation. The chronic stage of 
inflammatory gastritis is an extremely common condition, 
but in the majority of stomachs it is a quiescent and 
harmless lesion. At least 10°, of all adults develop a 
chronic peptic ulcer at some time in their lives, and this 
investigation suggests that such lesions arise on the basis 
of an erosive gastro-duodenitis. There is no explana- 
tion why this extremely common lesion should heal in 
the majority of cases whereas in some 10°%% an erosion 
should become a chronic ulcer. Inflammatory gastritis, 
identical with that found in association with peptic 
ulceration or occurring alone, was found in association 
with gastric cancer. No evidence was found to support 
ihe theory that inflammatory gastritis, or any sequel 
of it, can be regarded as a pre-cancerous state ”’. 
W. S. Killpack 


200. Observations on the Mechanism of Pain in Ulcer of 
the Stomach and Duodenum. I. The Nature of the 
Stimulus 

G. L. W. Bonney and G. W. PICKERING. Clinical 
Science [Clin. Sci.] 6, 63-89, 1946. 8 figs., 21 refs. 


This is a most important contribution to the study of 
the pain of peptic ulcer, and should be read in the original 
by those interested in the subject. The authors point 
out that food, vomiting, and alkali relieve the pain of 
duodenal ulcer and often that of gastric ulcer—the last 
two certainly, the first (for a short time) frequently. 
These three have one common action—the removal from 
the stomach of hydrogen ions. Experimental support 
is given for the work of Palmer, who concluded 
from experiments on ulcer patients that the acid of the 
gastric juice produced ulcer pain by direct chemical 
irritation, but that in the absence of an organic lesion 
of the mucosa it would not do so. In interpreting the 
results of fractional test meal analyses it should be borne 
in mind that, owing to the distribution of the oxyntic 
cells, the reflux of alkaline duodenal contents, and saliva- 
tion, there may be an appreciable difference in the pH 
of contents in different parts of the stomach. This 
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difference is likely to be most pronounced in the earlier 
stages Of digestion and to disappear as intimate mixing 
of the food with the gastric juice proceeds. In general 
the pyloric end tends to be less acid than the cardiac end. 
There may thus be some discrepancy between the 
occurrence of pain and the acidity of samples of gastric 

On 8 patients with gastric ulcer observations were 
made of the effect on the pain of the withdrawal of gastric 
contents, their re-introduction, and their re-introduction 
after alkalinization. It is necessary to give an example 
in some detail because the time-pain relation is of 
importance. The following protocol from a case of 
acute gastric ulcer in a man of 37 is illustrative: 


3.0 Tea (boiled egg, bread, weak tea). 

3.25 Pain begins. 

5.50 Pain severe. 

5.55 Ryle’s tube passed. 

6.0 Pain as before; aspiration begun. 

6.6 132 ml. out; pain less. 

6.10 210 ml. out; pH 1-58; pain very slight. 

6.10-6.14 Stomach washed out, pain very slight. 

6.38-6.40 No change; 190 ml. original contents re- 
injected. 

6.41 No change. 

6.42 Pain worse. ’ 

6.50 Pain bad; aspiration begun. 

6.57 167 oe out, pH 1-66; pain better, now very 
slight. 

7.0-7.3 Stomach contents made alkaline and re- 
injected. 

74 Pain gone. 

7.15 Pain still absent; sample of gastric contents 
pH 7:37. 


It seems clear that the factor in the gastric juice pro- 
ducing pain was the hydrogen ion, since the other con- 
stituents and the volume were unaltered in the last 
injection, which actually abolished pain. 

Having shown to their satisfaction that pain could be 
relieved by reduction, and produced by increase, of 
acidity, the authors proceeded to determine whether 
naturally occurring pain in peptic ulcer was associated 
with spontaneous fluctuation in the pH of the gastric 
contents. Their results suggest that it does. In all 
experiments it was noted that a time-lag of 2 to 19 minutes 
occurred between increase of acidity and pain production, 
and decrease of acidity and pain recession. It was also 
noted that the threshold of acidity necessary to provoke 
pain varied greatly from patient to patient. In general, 
duodenal ulcer showed the highest threshold and anasto- 
motic ulcer the lowest, with gastric ulcer intermediate. 
On days when ulcer patients were experiencing spon- 
taneous pain, it could be abolished by emptying the 
stomach and washing it out with tap water, and could 
be reproduced by introducing N/20 to N/10 hydrochloric 
acid. This applied to 11 out of 13 gastric ulcers, and 8 
out of 9 duodenal ulcers. Similar amounts of saline 
failed to produce pain. 

The level of gastric acidity at which pain naturally 
occurs should correspond with that at which pain can be 
provoked by acid injection alone. It was seen that the 
mean pH during pain produced by acid injection was 
within the limits of pH recorded during natural pain in 
3 cases of gastric and 5 of duodenal ulcer, and more acid 


than any value recorded during natural pain in 5 cases of 
gastric, 2 of duodenal, and | of anastomotic ulcer. 
This does not invalidate the hypothesis that acid is the 
stimulus to pain, for two reasons. First, the tendency is 
most pronounced in gastric ulcer, in which pain occurs 
at a time when variations in acidity between different 
parts of the stomach are most marked; sampling errors 
are thus to be expected in the observations on natural 
pain. Secondly, an interval elapses between the injec- 
tion of acid into the stomach and the onset of pain; the 
exposure to acid was, in general, probably longer with 
natural secretion than with acid injection. This second 
consideration also applies to three instances in which the 
mean acidity during acid injection unassociated with pain 
exceeded the mean acidity during natural pain. 

In a number of cases observations were made during 
the period after the patient was symptomless and his 
ulcer was believed to be healed. In 2 cases of gastric 
ulcer and 2 of duodenal ulcer a similar degree of intra- 
gastric acidity occurred naturally without the patient’s 
experiencing pain. In3 cases of gastric and 3 of duodenal 
ulcer, during the symptomless period, injection of similar 
amounts of acid reduced intragastric pH to a similar 
level without causing pain. In addition 3 cases of gastric 
and 3 of duodenal ulcer, not tested in the pain period, 
experienced no pain with 200 to 300 ml. N/10 acid in the 
symptomless period. The production of pain, therefore, 
appears to depend on a certain degree of acidity plus an 
abnormal state of the mucous membrane. The authors 
deal at some length with earlier work by other authors 
on this subject. It is well known that gastric-ulcer pain 
may occur in the presence of hypochlorhydria or even 
achlorhydria, and this may be due to the fact that the 
threshold of acidity to which the pain mechanism responds 
varies from patient to patient, and may be so low that 
pain is produced at levels of acidity very near the turning- 
point of Tépfer’s indicator (they measured the pH 
electrometrically). The authors challenge the view that 
ulcer pain is related to increased intragastric pressure or 
to local muscular contractions, and support this attitude 
by the results of observations with intragastric balloons 
and x rays. By the latter they noted that reduction of 
gastric peristalsis always followed the introduction of 
N/20 and N/10 acid, with slowing of emptying. Posture 
had no effect on pain. Finally, they state that, although 
it seems clear that acid is ordinarily the agent which excites 
pain in simple or malignant ulcer, there may be other 
agents causing pain. Thus patients with achlorhydria 
or even alkaline gastric juice may exhibit pain indis- 
tinguishable from that associated with high acidity. 

[There can be no doubt that these experiments and con- 
clusions are worthy of great praise and respect. Never- 
theless one is left in some doubt as to whether abnormal 
gastric and duodenal motility may not still prove to be 
an important factor in the production of ulcer pain. 
Localized increase in muscular tone need not reveal itself 
by any increase of intragastric tension. If one considers 
the prolonged relief from pain afforded by full doses of 
atropine which have no appreciable effect on acidity; 
the rapid subsidence of pain occasioned by rest or even 
by local application of heat; the absence of gastric ulcer _ 
pain in the night; the frequency of duodenal ulcer pain 
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at 2 a.m. and its spontaneous subsidence, even if no food 
or alkali be taken; and finally the shortening of the food- 
pain interval of duodenal ulcer as stenosis develops, it 
is difficult to avoid the conclusion that the pH of gastric 
contents cannot be used to explain these observations.] 
A. H. Douthwaite 


201. Observations on the Mechanism of Pain in Ulcer 
of the Stomach and Duodenum. II. The Location of the 
Pain Nerve Endings 

G. L. W. Bonney and G. W. PICKERING. Clinical 
Science [Clin. Sci.] 6, 91-111, 1946. 28 refs. 


Bonney and Pickering (see Abstract 200) adduce evi- 
dence suggesting that gastric hydrochloric acid causes the 
pain of gastric or duodenal ulcer and gastric carcinoma 
through a chemical stimulation of pain nerve endings in 
ulcerated areas. The present paper is designed to 
demonstrate the existence of such pain nerve endings. 
While performing a gastrostomy under infiltration 
analgesia they found, in conformity with earlier workers, 
that pinching, cutting, and pricking the stomach caused 
no pain. Furthermore, the application of N/10 hydro- 
chloric acid for 2 minutes to the intact mucosa and to the 
cut surface was painless. The observations of Hurst 
and of Morley and Twining that deep tenderness over 
an ulcer is related to the position of the ulcer are 
questioned in respect of the conclusion that this implies 
visceral tenderness. Deep pressure must involve many 
neighbouring structures. After anaesthetizing the 
abdominal wall by the injection of procaine around 
the intercostal nerves T. 5 to 12 on both sides in the mid- 
axillary line, pre-existing localized tenderness over a 
duodenal ulcer disappeared. The authors were unable 
to demonstrate that tenderness shifts with the position 
of the ulcer. The conclusion is that tenderness to palpa- 
tion is elicited from the anterior abdominal wall, and that 
the tender spot does not always coincide with the position 
of the ulcer. 

With reference to the time lag between introduction of 
acid into the stomach and the beginning of ulcer pain, 
experiments were made on ulcers produced by shaving 
off the superficial layers of skin on an area on the fore- 
arm. The next day serous exudate was mopped off and 
0-15 N hydrochloric acid applied. Pain was felt in 
15 seconds. If the skin ulcer was covered with mucus 
the time for appearance was lengthened, though only 
slightly. After 3 or 4 days a scab formed. Applica- 
tion of acid then caused pain in from 2}? to 6 minutes; 
in short, the time lag approached that of the peptic ulcer 
series. It is suggested that in both cases the nerve 
endings are stimulated chemically, the delay in gastric 
and duodenal ulcer being due to the slough or blood clot 
in the crater, and to the fact that its pain nerves lie 
beneath the surface of the ulcer. The disappearance of 
pain which usually follows haematemesis and melaena 
may be attributed to the protection of the nerve endings 
by blood-clot. If this view be accepted, the failure to 
produce pain in the stomach by experimental cutting or 
the application of acid may mean that the stimulus has 
not been applied long enough and that a summation of 
stimuli is needed for a pain response. 


DISORDERS 


[The inflammatory reaction around an ulcer in the 
painful phase of the disease may be necessary to the 
production of the appropriate stimulation of the nerye 
ends. It will be remembered that signs of inflammation 
subside several weeks before an ulcer is fully healed, and 
it is during these weeks that it is impossible to produce 
pain by acid application.] A. H. Douthwaite 


202. Familial Gastro-duodenitis. (Familaer optraeden 
af gastroduodenitis) 

H. F. HeELWec-Larsen. Nordisk Medicin [Nord. Med,} 
31, 2071-2073, Sept. 13, 1946. 1 fig., 25 refs. 


Gastro-duodenitis, characterized by indigestion, heart. 
burn, and eructations is seen commonly in the families 
of patients with peptic ulcer, but also in families in which 
ulcer does not occur. In any patient it may or may not 
be the precursor of peptic ulceration. Four generations 
of a family including 100 individuals were studied by the 
author. Of these, 27 suffered from gastro-duodenitis, 
18 having been treated in hospital; 9 had had major 
gastric operations. The distribution of affected persons 
can be explained on the hypothesis that the condition js 
inherited as a simple Mendelian dominant factor. 

[This type of genetic work is important for those who 
study peptic ulceration and use apparently healthy sibs 
as controls; it appears that many sibs may have gastro- 
duodenitis with only slight manifestations.] 

G. Discombe 


203. Salt Deficiency in Sprue 
D. A. K. Biack. Lancet [Lancet] 2, 671-675, Nov. 9, 
1946. 6 refs. 


Ten patients with tropical sprue of less than 1 year’s 
duration contracted during service in the India/Burma 
theatre of war form the material for these investigations. 
The cases were selected from a large number of patients 
with sprue on the basis of low blood pressure with 
asthenia. All the patients in the series had a diastolic 
blood pressure of 70 mm. Hg or less. The serum sodium 
in these patients was 258 to 320 mg. per 100 ml., as 
compared with 318 to 354 in 5 control cases of sprue 
with normal blood pressure. The serum chlorides 
were 515 to 608 mg. per 100 ml. and the serum potassium 
levels were within normal limits. Balance experiments 
showed an abnormal loss of sodium and, to a lesser 
extent, of chloride in the faeces; urinary examination 
indicated conservation of sodium by the kidney. Admini- 
stration of salt caused a rapid improvement in the serum- 
sodium and serum-chloride levels and the blood pressure, 
and the clinical signs of dehydration disappeared. The 
fat absorption defect, however, remained unaltered, and 
these patients require other forms of treatment. It is 
concluded that these patients had a salt deficiency, 
which was attributable to loss of electrolyte in the stools, 
rather than to adrenal insufficiency. 

[These interesting observations, made under difficult 
conditions in a theatre of war, may prove to have a 
wider application in connexion with other fat absorption 
defects. More extensive studies along these lines should 
be undertaken.] A. C. Frazer 
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204. Modern Concepts of Intestinal Function 

J. A. BARGEN. Journal of the American Medical Associa- 
tion (J. Amer. med. Ass.) 132, 313-317, Oct. 12, 1946. 
22 refs. 


This lecture outlines some of the activities of both the 
small and large intestine, particularly their secretory and 
excretory functions. Stress is laid upon the nervous 
control of the large bowel, and the need for regular 
defaecation and for the avoidance of laxatives. The 
author’s experiments on the isolated colon of the dog are 
described. ‘These showed that the secretion of mucus is 
anormal response of the colon to activity which is greatly 
increased by the use of cathartics—castor oil producing 
the most sustained and constant rise in secretion. The 
theory of the absorption of toxins by the colon is of little 
more than historical interest. 

The importance of the small intestine in fat absorption 
is emphasized. The author states that ferrous iron is 
more efficiently absorbed than ferric, absorption occur- 
ring almost immediately and continuing significantly for 
6hours. The absorption of carotene is proportional to 
the amount given, bile playing an essential part in this 
as in fat absorption. Miller’s intubation experiments 
in the human small intestine are briefly described, 
particularly the effect of morphine in producing con- 
traction followed by relaxation, especially upon the 
second part of the duodenum, and of atropine in 
decreasing motility throughout the small intestine. 

[This paper is a cursory review of only some aspects of 
recent work on intestinal function, with a number of 
references, but no specially new views or outstanding 
experiments are described, and no great detail is 
attempted.] Thomas Hunt 


205. Colitis among the Deported. (Les recto-colites 
des déportés) 

G. Faroy, J. ARNous, and —. RICHARD. Presse 
Médicale [Presse méd.| 54, 726-727, Nov. 2, 1946. 1 ref. 


During 1945 the authors studied an unstated number of 
displaced persons in France who were suffering from 
chronic diarrhoea. They were particularly interested in 
the sigmoidoscopic appearances in some of the cases, 
in which whitish aphthous patches were seen on the 
rectal mucous membrane. These patches could not be 
detached by friction, and were considered to be due to 
nutritional changes in the mucosa. All the subjects 
were suffering from varying degrees of malnutrition, and 
their symptoms yielded rapidly to rest, a good diet, 
nicotinic acid, and sulphaguanidine. The authors state 
that these sigmoidoscopic appearances were unique in 
their experience, and suggest that they were caused by 
nicotinic-acid deficiency because the condition cleared up 
so quickly when this substance was provided. 

[A vague and unsatisfactory account. There is no 
mention of any bacteriological investigations; the 
patients received multiple forms of therapy; there was, 
in fact, no attempt at a scientifically controlled experi- 
ment. The evidence that the colonic lesions were in 
truth due to nicotinic-acid deficiency is highly uncon- 
vincing.} John R. Forbes 


206. Anthracosis of the Liver 
J. F. HeGcoit. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 575-578, July, 1946. 4 figs., 5 refs. 


Of 10 cases in which there were anthracotic lesions of 
the main pulmonary veins 1 only showed metastatic 
deposits of carbon. The patient was an elderly Lanark- 
shire miner who died shortly after excision of a growth 
from the lip. At necropsy extensive anthraco-silicosis 
of the lungs with cavitation was found, with numerous 
pigmented lesions, some of them frank ulcers, of the 
larger pulmonary venous radicles, and in association 
with adherent anthraco-silicotic lymph nodes. The 
liver was normal in size, the pattern being very distinct 
from the outlining of the grey-yellow lobules by pig- 
mented portal tracts. Sections of the venous lesions 
showed varying degrees of involvement of the vessel 
coats; in many there were ulcers discharging carbon 
into the lumen. In the liver the portal lymphatics and 
Kupffer cells were loaded with carbon; the parenchymal 
cells showed fatty change but contained no carbon. 
Small amounts of carbon were present in the spleen and 
none was found in rib and femoral bone marrow. 
Concurrent silicosis was confirmed in the lung lesions and 
lymph nodes in relation to the vein lesions. 

The absence of metastatic anthracosis in the 9 other . 
cases is discussed, and it is suggested that it might be due 
to absence of carbon infiltration of the walls of small, as 
distinct from major, veins in the lung parenchyma. 

W. S. Killpack 


207. Portal Cirrhosis. Further Experience with Amino- 
acid Therapy of Portal Cirrhosis in the Punjab __ 

S. M. K. MALtick, S. Aut, and B. K. ANAND. Indian 
Physician [Indian Physician] 5, 227-236, Oct., 1946. 
22 refs. 


The authors describe the treatment of 10 patients with 
portal cirrhosis. The case histories, which are given in 
some detail, show that all the patients had ascites and 
7 of them had oedema of the lower limbs as well. None 
of the patients was jaundiced and the indirect Van der 
Bergh test is described as “ negative”’, except in 2 
patients in whom it was “ faintly positive’; the highest 
recorded figure for the icterus index is 9. None of the 
5 patients whose blood count is recorded had a haemo- 
globin of more than 10 g. per 100 ml. The results of the 
eral hippuric acid test (which are reported to three 
decimal places) were all below the authors’ lower normal 
limit of 2-5 g. The patients had 2 seers (about 1-5 litres) 
of milk or curd daily, supplemented by 10 g. of casein 
digest and 0-25 g. of cysteine by mouth; intravenous 
infusions of 275 ml. of casein hydrolysate were given at 
about weekly intervals. Progress was assessed by 
clinical examination and the results of the hippuric acid 
test. Clinical improvement, with diminished ascites, is 
claimed in 7 of the patients. The liver function assessed 
by the hippuric acid test improved in all the patients, 


. but reached normal limits in only one ofthem. Although 


the authors state in their discussion that only 1 of the 
patients became febrile, scrutiny of the case histories 
shows that all the recipients of the intravenous infusions 
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had one or more rigors. The authors preface their 
discussion with a brief account of recent work on choline 
and methionine in relation to liver damage. They ascribe 
their own good results to the provision of methionine “ in 
a more concentrated form ”’. 

[It is difficult to see how the amount of casein given 
could greatly influence an established portal cirrhosis; 
although serum protein figures are not given, the findings 
suggest that these patients may have had protein 
deficiency, which would be benefited by the milk diet. 
It is unfortunate that more than half the patients left 
hospital against advice, precluding an adequate follow-up. 
On the whole the results of treatment scarcely justify 
the claim that “ it may open a new era in the prophylaxis 
and treatment of portal cirrhosis’’.] D. A. K. Black 


208. Chiari’s Syndrome. Report of a Case 

H. L. HirsH and B. MANCHESTER. New England Journal 
of Medicine [New Engl. J. Med.) 235, 507-511, Oct. 3, 
1946. 47 refs. 


The authors report a case in which, during the patient’s 
lifetime, a diagnosis of Chiari’s syndrome was made. 
In this condition a venous pattern develops on the abdo- 
men, and there is gradual enlargement of the liver, 
ascites resistant to diuretics, oedema of the lower limbs, 
occasionally splenomegaly, and, rarely, cyanosis and 
jaundice; in the acute form there is tenderness and pain 
over the liver radiating to the back and shoulders, 
abdominal rigidity, and shock. The syndrome is due to 
a partial or complete thrombosis of the hepatic veins, 
which may be caused by a primary phlebitis but is more 
usually secondary to a variety of pathological conditions. 

Christopher Hardwick 


209. Congenital and Familial Hepatic Cirrhosis. (La 
cirrhose hépatique congénitale et familiale) 

R. Despre and M. Lamy. Annales de Médecine [Ann. 
Med.) 47, 48-87, 1946. 5 figs., 113 refs. 


Four cases of infantile hepatic cirrhosis are described: 
3 of the affected infants were sibs of one family. The 
authors survey the literature on infantile cirrhosis. 
Sometimes the disease is seen as a cirrhosis of Laénnec 
type, with enlarged liver and spleen and ascites. More 
often, as in the 4 cases recorded, hypertrophic cirrhosis 
and splenomegaly are accompanied by jaundice, retarda- 
tion of growth and of sexual and mental development, 
producing a type of hepatic infantilism. A somewhat 
similar type of cirrhosis occurs in India, particularly 
among high caste Hindus in Bengal and Madras, and in 
Tyrol. 

The familial tendency of these cirrhoses and the 
absence of well-defined infective, parasitic, or toxic 
cause strongly suggest that the development of the liver 
condition depends on one or more hereditary factors. 
Methods of investigating the inheritance of the condition, 
such as a study of twins and genealogies, are discussed. 
Unfortunately the evidence in the literature is scanty and 
often badly reported. However, of 174 recorded cases 
of infantile cirrhosis 76 (43-7%) were in sibs. Such a 
familial incidence is very nearly that required (50%) if 
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inheritance depends on a Mendelian dominant factor 
but such an inheritance requires that one or other parent 
is affected by the disease, and this does not occur. On 
the other hand the familial incidence is in excess of that 
required by a recessive factor (25%). This might happen 
if an undue proportion of the marriages are cop. 
Ssanguineous. Although there is no direct evidence 
consanguinity is likely to be high in confined communities 
such as those seen in Indian castes and in the mountains 
of Tyrol. Another possibility is that the condition 
depends on two pairs of genes. 

The hepato-lenticular degeneration of Wilson and allied 
conditions are discussed and are thought to be inherited 
as a recessive Mendelian condition; cirrhosis associated 
with the telangiectatic syndrome of Rendu-Osler jg 
considered to depend on a dominant gene. 

F. A. Langley 


210. Pathogenesis of Cirrhosis of the Liver oceurring 
in Patients with Diffuse Toxic Goiter 

E. Moscucowitz. Archives of Internal Medicine 
[Arch. intern, Med.| 78, 497-530, Nov., 1946. 19 figs., 
58 refs. 


Of 31 patients (11 males; 20 females) with a diagnosis 
of exophthalmic goitre who died in Mount Sinai Hospital, 
N.Y., cirrhosis of the liver was found in 11, 5 patients 
being males and 6 females. The incidence of cirrhosis 
appeared to be related to the duration of the disease. 
Of 10 patients with cirrhosis, all but 2 had had toxic 
goitre for 2 years at least, while of the 20 patients without 
cirrhosis 12 had had toxic goitre for a year or less. The 
average figures were 34 years for those with cirrhosis and 
8 months for those without. This relationship showed 
exceptions. The average age of the 31 patients was 
54-4 years. There was no significant difference between 
the ages of those with and those without cirrhosis. 

The pathological changes found in the liver were as 
follows. Macroscopically there was no change in the 
early cases. Later the surface of the organ appeared 
granular or nodular, this change being diffuse or, more 
commonly, circumscribed to one or more areas on 
either the superior or inferior surface. The capsule was 
sometimes appreciably thickened and the organ became 
more dense. On section there was a trabeculated appear- 
ance, with nodules varying from | to 4 mm. in diameter 
and surrounded by firm fibrous tissue. These cirrhotic 
nodules were especially prominent in the subcapsular 
zone. The average weight of the liver was 1,200 g. 
Microscopical examination showed patches of fibrosis 
throughout the liver, especially in the subcapsular area 
and in some cases limited to that zone. The patches 
were usually wedge-shaped, but when confluent were of 
stellate appearance. Serial sections showed a direct 
connexion between.these patches and the poria! spaces, 
fibrosis extending from the spaces either direct into the 
parenchyma of the lobules or, more usually, into the 
vascular septa between the lobules. Only the smaller 
divisions of the portal spaces were involved. Traced 
peripherally, the fibrotic areas passed into the central 
veins. In no case was complete encirclement of a lobule 
by fibrosis noted. 
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In the early stages closer examination showed marked 
widening of the sinusoids with resulting compression and 
deformity of the parenchymal cells, which contained blood 
pigment but no glycogen. Silver staining showed the 
dilated sinusoids to be surrounded by fine fibrils of colla- 
gen. In the later stages there was a progressive increase 
of connective tissue. On examination of the origins of 
cirrhotic areas in the portal spaces, an arteriole arising 
from the portal space and proceeding direct into the area 
of fibrosis was always found. In the earlier stages the 
end of the vessel apparently broke up into the widely 
dilated sinusoids, while later the fibrosis was so dense 
that this relationship was obscured. 

The author believes that the cirrhotic lesion begins 
at the point where the interlobular hepatic artery supplies 
the periphery of the lobule—the point where the intra- 
hepatic equalization of the pressures between the hepatic 
artery and the portal vein takes place. In toxic goitre 
there is increased velocity of blood flow associated with 
increased blood volume, so that the intrahepatic equaliza- 
tion of pressures is no longer maintained. Stasis thus 
occurs, with dilatation of the neighbouring capillaries 
and ensuing fibrosis. The lesion therefore differs from 
the cirrhosis of cardiac failure in which back-pressure 
acts first at the centre of the lobule, while here the 
cirrhosis is consequent on stasis occurring primarily 
at the periphery of the lobule. The predilection of the 


. lesion for the subcapsular area is ascribed to the peri- 


pheral resistance engendered by the firm capsule, while 
the finding that the lesion arises only from the smaller 
subdivisions of the portal spaces is due to the fact that 
the interlobular branches of the hepatic artery arise only 
from such spaces. 

[This long paper cannot be fully abstracted here. It 
contains a good account of the hepatic circulation, and 
should be read in the original by those interested.] 

R. B. Lucas 


211. Primary Systemic Amyloidosis: Jaundice as a 


Rare Accompaniment 
J. OnLoFF and L. FELpeR. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 212, 275-279, 
Sept., 1946. 21 refs. 


A man, aged 44, was admitted to hospital complaining 
of jaundice, progressive weakness, pruritus, and abdominal 
distension. Seven months before this the jaundice was 
first noticed together with loss of weight, and 6 months 
previously there had been pain in the right upper abdo- 
men and intermittent constipation. Physical examina- 
tion showed wasting and marked jaundice, oedema, 
ascites, and greatly enlarged liver and spleen. A 
radiograph of the stomach revealed a large gastric ulcer. 
The laboratory findings were: Hb 13 g. per 100 ml. 
with 4,500,000 red cells per c.cm., and leucocytes 13,600 
per c.mm. (80% polymorphonuclears); _ bilirubin 
16-3 mg. per 100 ml. cholesterol 512 mg., alkaline 
phosphatase 36-6 units, prothrombin time 23 seconds 
(whole blood), and hippuric acid excretion 2-39 g. in 
4 hours. The blood sugar, protein, albumin-globulin 
ratio, urea-nitrogen, calcium, and phosphorus were 
normal; the cephalin-flocculation test was negative. 
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The urine contained from a trace to 2-plus protein, with 
occasional red cells; the specific gravity was 1,024 in 
casual specimens. Tests for syphilis were negative. No 
Congo-red test was done. 

A diagnosis of gastric malignancy with liver metastases 
was made and death occurred 14 months after admission. 
At necropsy amyloid was found in liver, spleen, kidneys, 
adrenals, heart, pancreas, lymph nodes, and testes; 
portal thrombosis, bronchopneumonia, and a chronic 
peptic ulcer 5 cm. across on the lesser curvature of the 
stomach were also seen. All these organs showed the 
typical naked-eye appearances and iodine-staining of 
amyloid. The liver weighed 5,900 g. and the spleen 
1,200 g. Microscopical examination confirmed the 
extensive distribution of the amyloid deposits, particularly 
in the liver, few liver cells remaining; the staining 
reaction with Congo red was typical. A liver biopsy 
made 84 months before death was re-examined and 
amyloid change found. 

The authors were able to discover only 3 similar cases 
in the literature of amyloidosis of the liver with other- 
wise inexplicable jaundice. They discuss the aetiology 
and consider that'the occurrence of jaundice depends on. 
a sufficient source of bilirubin, an active reticulo- 
endothelial system, and compression of the bile canaliculi. 
Their patient had a haemoglobin figure approaching the 
normal and very extensive compression of the bile 
channels in the liver; the reticulo-endothelial system 
was damaged, as evidenced by the extensive amyloid 
changes and absence of visualization of the liver by 
x rays after injection of thorotrast. It was concluded 
that the stomach ulcer was of the chronic peptic type, and 
that its presence probably bore no relation to the amyloid 
changes in the stomach, which were minimal. 

W. S. Killpack 


212. Diffuse Calcification of the Pancreas 

F.R. Nuzum. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 132, 574-575, Nov. 9, 1946. 
1 fig., 7 refs. 


The case described here brings the number of recorded 
cases of this rare complaint to 18. The patient was 
a young man whose chief symptom was severe remittent 
upper abdominal pain, present for 3 years. Radiology 
showed diffuse calcification of the whole of the pancreas. 
There was no evidence of disturbed pancreatic function, 
such as glycosuria or steatorrhoea, and radiologically, 
biliary function seemed normal. The glucose tolerance 
curve was not abnormal. At operation two-thirds 
of the pancreas was removed, the head only being left. 
Histological examination confirmed the presence of gross 
diffuse calcification, together with dense hyalinization, 
throughout the organ, a few small islands of normal 
pancreatic tissue only remaining. The patient recovered, 
and is stated to have lost his pain. Diabetes has not 
subsequently developed. 

The scanty literature of the condition is reviewed. The 
aetiology is unknown, though it is suggested that recur- 
rent attacks of pancreatitis, associated with gall-bladder 
disease, may be causative. Alcoholism is not infrequently 
associated. John R. Forbes 
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213. The Thyroid Gland and Recent Research 
C. E. Hercus. New Zealand Medical Journal [N.Z. 
med. J. 45, 324-331, Aug., 1946. 2 figs., 42 refs. 


Advances in thyroid physiology, epidemiology, and 
therapeutics for the period 1883 to the present day are 
reviewed, with particular reference to the problem of 
goitre in New Zealand. It is recalled that by the use of 
iodized salt the incidence of goitre, which in 1920-30 
affected 30% of schoolchildren in certain areas, was 
reduced in 1940 to 13-74% in Europeans and to 8-68 % in 
Maoris. In 1944 the incidence was further reduced to 
9-71 and 5-73% respectively; at this time 90% of the 
salt for domestic use was iodized. 

The isolation of thyroxine by Kendall in 1915 and its 
synthesis later by Harington marked the opening of the 
second and third periods in thyroid research. It was 
to the third period that New Zealand workers made 
their most important contribution. The investigation 
of goitrogenic agents in brassica and rape-seed is reviewed, 
-with special note of Kennedy’s work in 1942-3 with allyl- 
thiourea and thiourea. The review concludes with the 
author’s recent clinical experiences of thiourea in the 
treatment of thyrotoxicosis. A. D. Duff 


214. Changes in the Prominence of the Eyes in Various 
Thyroid States 

B. M. Dosyns and S. F. Haines. Journal of Clinical 
Endocrinology {[J. clin. Endocrinol.| 6, 633-642, Sept., 
1946. 9 figs., 6 refs. 


Changes in the prominence of the eyes in a series of 
patients after thyroid and thiouracil treatment and in 
those with myxoedema either arising spontaneously or 
following thyroidectomy were studied from measure- 
ments taken with a Hurtel exophthalmometer. The 
measurements were made by the same observer, as nearly 
as possible at the same time of day and at the same 
interocular setting for any one patient. It was found that 
the average of six daily measurements made it possible 
to recognize minute changes in the position of the eyes. 

The results showed that during pre-operative iodine 
treatment there was a small increase in prominence of 
the eyes (slightly less than 1 mm. over a period of 14 days 
in 28 cases). Post-operatively the condition became 
worse whether myxoedema developed or not (11 patients 
without myxoedema, 0 to 4-5 mm.; 8 with myxoedema, 
0-25 to3-75mm.). In these cases a fall in basal metabolic 
rate (B.M.R.) occurred (—2 to —26%), but when 1 g. 
(65 mg.) of desiccated thyroid was given—that is, suffi- 
cient to raise the B.M.R. to normal levels—this rise was 
accompanied by a slight regression (1-7 mm. maximum 
in 8 cases of post-operative myxoedema and 1 to 2-75 mm. 
in 13 cases of spontaneous myxoedema) as the weight 
fell. 

Thiouracil treatment of exophthalmos was accom- 
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panied by increased prominence of the eyes, the increase 
running parallel to the fall in B.M.R. The increase was 
delayed with a delay in the fall of the B.M.R. | 
became particularly acute when the B.M.R. reached 
normal levels (1-5 mm. or more in 7 out of 11 Cases), 
It was not checked by thyroid extract, whether given 
alone or with iodine, but regression occurred when the 
thiouracil treatment was stopped. Thyroid therapy also 
had no sustained effect in 9 cases of mild exophthalmic 
goitre, although there was a slight temporary regression 
of 1-25 mm. in some cases. The increased prominence 
of the eyes seemed to be due largely to increased fluid 
in the tissues around the eye. This view was supported 
by the finding of a similar improvement in patients 
dehydrated in the first few days after abdominal opera- 
tions. The authors consider it unlikely that these 
changes are similar to those occurring in severe pro- 
gressive exophthalmos though they may be a contributary 
factor. S. A. Simpson 


215. Agranulocytosis from Thiouracil Occurring during 
Prophylactic Treatment with Folic Acid 

E. V. NEWMAN and‘B. F. Jones. Journal of the American 
Medical Association [J. Amer. med. Ass.] 132, 77-78, 
Sept. 14, 1946. 1 fig., 4 refs. 


The case is reported of a diabetic woman, aged 35 
years, in whom symptoms of thyrotoxicosis appeared. 
She was given 0-6 g. thiouracil, 30 mg. folic acid, and 
1-5 ml. Lugol’s solution daily. On the twentieth day 
of this medication the patient’s temperature rose to 
103° F. (39-4°C.) and there were inflammatory signs 
about the socket of a recently extracted molar tooth; 
the leucocyte count fell to 2,800 per c.mm. with only 3% 
of neutrophils. Thiouracil was discontinued, the dose 
of folic acid was increased to 60 mg. daily, and 100,000 
units of penicillin was injected intramuscularly every 
2 hours. In 48 hours the temperature had fallen and the 
leucocyte count had started to rise. She made an 
uneventful recovery. 

The case is reported to show that agranulocytosis may 
occur even when the patient is receiving folic acid, and as 
a warning against the placing of reliance upon this drug 
as a prophylactic. R. Bodley Scott 


216. The Disturbance in Iodine Metabolism Produced 
by Thiocyanate: The Mechanism of Its Goitrogenic 
Action with Radioactive lodine as Indicator 

J. Woxrr, I. L. CHatkorr, A. TAUROG, and L. Rusin. 
Endocrinology [Endocrinology] 39, 140-148, Aug., 1946. 
8 refs. 


- Franklin, Chaikoff, and Lerner demonstrated in 1944 
(J. biol. Chem., 153, 151) that potassium thiocyanate 
inhibits the iodine-concentrating capacity of thyroid 
tissue in vitro, inorganic radioactive iodine (I***) being 
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used as labelling agent in their experiments. Subse- 
quently Rawson, Tannheimer, and Peacock (Endo- 
crinology, 1944, 34, 245) showed that, in the rat, thyroids 
made hyperplastic by prolonged treatment with thio- 
cyanate took up a greater proportion of a test dose of 
radioactive iodine than normal. 

The present paper confirms Rawson’s results, where 
the last dose of thiocyanate is given 16 to 24 hours or 
more before the animal is killed. In these cases thio- 
cyanate is not detectable in the plasma, as its elimination 
from the body is rapid. The thyroid shows a greater 
than normal capacity for concentrating administered 
radioactive iodine. The increase is not apparent, 
however, where the uptake of I1*" is calculated on a per 
mg. basis. Provided high concentrations of thiocyanate 
are still present in the circulation when the animals are 
killed, rats maintained on a low iodine intake by potas- 
sium thiocyanate show depression of the iodine- 
concentrating capacity of their thyroid. This effect is 
marked even if only a single dose of 50 mg. of thiocyanate 
is given by injection 5 hours before the animals are 
killed. P. M. F. Bishop 


217. Notes on Goitre in Children During an Epidemic. 
(Obsservazioni sul gozzo nell’infanzia tratte da un’ondata 
gozzigenia epidemica) 

O. Maccia and M. Ravera. Pediatria del Medico 
Pratico [Pediat. Med. prat.] 19-21, 455-460, Oct., 1946. 


A brief account is given of an epidemic of acute goitre 
in the Piedmont valleys affecting people of all ages and 
especially children. In this region there was a certain 
amount of endemic goitre. Of the children examined 
one-third were found to be affected, boys and girls in 
equal numbers. The goitre appeared most commonly 
as a diffuse thyroid enlargement, though occasionally 
the swelling was limited to one lobe and very rarely 
consisted of adenomatous nodules. The goitres were 
moderately firm and elastic and covered by normal skin, 
though in the larger goitres the superficial veins were 
distended. Very large goitres, such as occur sporadic- 
ally in adults, are not found in children. Subjective 
symptoms were few, especially in young children, but 
occasionally an older patient might complain of a sense 
of pressure causing difficulty in breathing or swallowing. 
The onset in most cases was sudden, the goitre appearing 
within a few days. The course was variable. In some 
cases there was no further change in the swelling; in few 
was there any tendency to late development of hyper- 
thyroidism or other thyroid dysfunction. Frequently 
the goitre regressed spontaneously within a few months. 
[These are general statements and no figures or percentages 
are given.] The disappearance of the goitre was most 
rapid and complete in children who left the area, especi- 
ally those who went to the seaside or who had been given 
iodine in one form or another. 

To determine whether these goitres produced any 
systemic effect, the following were studied: the blood 
count, basal metabolic rate, electrocardiogram, and sugar 
tolerance curves. One goitre in a boy of 4 who died of 
an intercurrent illness was examined histologically; the 
gland was hypertrophic with follicular hyperplasia. 
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There were no deviations from normal in the blood 
counts. The basal metabolic rate showed no marked 
change, being raised in 13 of 35 cases and lowered in 22; 
only 3 cases had an increase of more than 10% (max. 
16-9%), and 6 a fall below —10% (minimum —19-6%). 
In none of the 14 cases examined again after a year was 
there any change. In 28 patients examined the electro- 
cardiograph showed normal P-R intervals and QRS 
complexes. The only constant finding was a low or flat 
T wave in all three limb leads; in 13 patients T,; was 
isoelectric, in 4 cases inverted; in 2 it varied from 
positive to negative. [No mention is made of the use of 
chest leads.] Glucose tolerance and blood-sugar curves 
after injection of adrenaline revealed no abnormality. 
Thus the goitres in this epidemic produced no appreciable 
change in metabolism and could be classified as simple 
goitres. The authors consider them to be related to the 
“acute goitre’’ described by Anglesio [no reference 
given] as occurring in Piedmont. E. G. Sita-Lumsden 
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218. Interdependence of the Sex Glands and Adrenal 
Cortex. (Uber Wechselbeziehungen zwischen Keim- 
driisen und Nebennierenrinde) 

H. Stieve. Deutsche Gesundheitswesen [ Dtsch. Gesundh- 
Wes.] 1, 537-545, Sept. 15, 1946. 5 figs., 13 refs. 


Investigations of the relations of the suprarenal cortex 
to the sex glands have usually been made on persons 
dying after a more or less serious illness, and therefore 
throw no light on conditions in healthy persons. For 
that reason the author has examined the adrenal glands 
of 421 healthy adults (188 female, 233 male) who had 
died suddenly by violence. Cases in which symptoms of 
disease or a pathological lesion of an organ had been 
found were eliminated. As the cortex changes quickly 
the dissection was performed shortly after death and the 
preparations were fixed at the latest after 3 hours. 
In women of 18 to 35 years of age whose menstrual 
function is normal the adrenal cortex has a normal aspect, 
the cells being disposed in three layers: the outer zona 
glomerulosa and the middle zona fasciculata, both fairly 
narrow; and the inner zona reticularis, larger than the 
other two together. In the zona fasciculata the cells are 
considerably larger than those of the zona glomerulosa 
and are filled with lipid droplets. After about the middle 
of the fourth decade, from the time when the ovarian 
follicles begin to decrease in number, the structure of 
the adrenal cortex changes; the fasciculata zone becomes 
broader and the reticularis zone becomes narrower; the 
cells of the latter lose their acidophilia and the cyto- 
plasm becomes more spongy, but so longas the women are 
still menstruating, the structure of the cortex is on the 
whole not altered very much. During the menopause 
the differences in structure become considerably more 
pronounced. The fasciculata becomes so broad that it 
invades the two other zones, and the borders of the strata 
become irregular and consist of isolated conglomerates 
of cells. The cells of the zona fasciculata are so rich in 
lipids that in the end they become fat cells. The zona 
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reticularis no longer forms a coherent stratum. The 
connective tissue of the cortex, which consists of thin nets 
of fine fibrils, does not change much. 

In the male, until about the age of 50, the adrenal cortex 
has much the same structure as in young females. The 
same changes in structure as in the female are brought 
about by increasing age in combination with diminished 
spermatogenesis, evolve much more slowly than in 
females, and usually do not progress so far. All senile 
changes are caused by retrograde metamorphosis of the 
nerve cells. In healthy men between 20 and 50 years 
whose production of spermatozoa is inhibited by 
psychical trauma the structure of the suprarenal cortex 
changes after 3 to 5 months in the same way as in old 
age—changes obviously produced by alterations in the 
testicles. If a perfectly healthy woman of more than 
35 years develops secondary amenorrhoea, the ovaries 
lose their function after a few months and the supra- 
renal cortex undergoes the same alteration as at the 
menopause. If younger women between 18 and 35 years 
of age develop secondary amenorrhoea no change is 
observed in the suprarenal cortex. If, however, the 
amenorrhoea lasts longer than 5 to 7 months the cortex 
takes on the same structure as at the menopause. All 
these facts make it highly probable that the condition of 
the adrenal cortex is regulated by the activity of the sex 
glands. Paul Mayer 


219. Extra-adrenal Phaeochromocytoma. (Feocromoci- 
toma extrasurrenale) 

C. MARTELLI. Pathologica [Pathologica| 38, 109-112, 
July—Sept., 1946. 3 figs., 15 refs. 


The author reports a case in a boy aged 15 who com- 
plained of fever, sore throat, night sweats, dry cough, and 
joint pains. He died about 2 months later. The main 
post-mortem findings were: (1) enlarged caseating left 
hilar glands and a focus of tuberculous caseation in the 
lower part of the upper lobe of the left lung; (2) a left 
pararenal tumour near the vertebralcolumn. The tumour 
was the size of an orange, greyish-white, encapsulated, 
firm, and elastic. The cut surface was slightly yellow, 
with areas of recent haemorrhage. Microscopically the 
tumour had an alveolar structure, the cells being mainly 
large and rounded with abundant granular cytoplasm 
and small eccentric nuclei. Tests for fat, glycogen, and 
adrenaline were negative and the chrome reaction was 
absent. Absence of adrenaline and of the chrome 
reaction do not negative the diagnosis; a possible origin 
from adrenal cortical tissue was considered and rejected. 
The tumour probably originated in an abdominal 
accessory paraganglion or in chromaffin tissue in a 
sympathetic ganglion. Raymond Whitehead 


220. Phaeochromocytoma with Disabling Angina 
Pectoris; Freedom from Symptoms after Extirpation of 
Normal Suprarenal Gland. (Phaeochromocytom med 
invalidiserande angina pectoris; besvarsfrihet efter 
exstirpation av normal binjure) 

L. LinpGrRen. Nordisk Medicin [Nord. med.) 33, 
563-565, Feb. 28, 1947. 3 figs., 20 refs. 
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221. The Influence of Ingested Estrogens on Feed 
Intake, Metabolic Rate and Lipemia in Male Fowl ‘ 
S. Birp. Endocrinology [Endocrinology] 39, 149-154, 
Aug., 1946. 2 figs., 21 refs. 


Experiments were performed on 140 Barred Plymouth 
Rock cocks. In birds treated with the dimethyl ether of 
diethylstilboestrol: (a) the basal metabolic rate (BMR) 
as measured by the heart-rate method of Boas and Lan- 
dauer was depressed by 33%; (6) a marked lipaemia 
occurred, similar to that seen in females at puberty; 
(c) the food intake was markedly increased. The effect 
could be produced by small prolonged dosage or by 
massive doses for a short time (21 mg. for 14 days). A 
2:1 mixture of dienoestrol acetate and dianisyl hexa- 
diene was about half as potent as the dimethyl ether, as 
measured by effect on food intake. The effect on food 
intake was also proportional to the dosages employed, 
The authors quote evidence from the literature for the 
view that the mechanism of the changes in BMR. is 
an indirect one through the adrenal cortex, which was 
shown by Bauman and Marine to exercise an-inhibitory 
effect on the thyroid. The lipaemia they believe to be 
similar to that of females at puberty and to be a direct 
oestrogenic effect. They quote experimental evidence 
that the absorption of fat from the intestine is not 
increased, and suggest that the lowered metabolic rate 
makes additional carbohydrate available for fat synthesis. 

P. M. F. Bishop 


222. Excretion of Urinary Corticoids and 17-Keto- 
steroids in the Normal Individual 

E. H. VENNING and V. Kazmin. Endocrinology [Endo- 
crinology],39, 131-139, Aug., 1946. 4 figs., 17 refs. 


The presence in human urine of substances having 
the properties of adrenal cortical steroids has been 
demonstrated by many investigators. These substances 
are increased in the urine after burns, surgical operations, 
or other conditions of stress. Recently Venning,. 
Kazmin, and Bell (Endocrinology, 1946, 38, 79) developed 
a method of bio-assay, depending on the deposition of 
glycogen in the livers of adrenalectomized mice. In the 
present investigation, excretion of steroids measured by 
this method is studied along with that of 17-ketosteroids 
in the normal individual. The steroid results are 
expressed in “ glycogenic units’’, equivalent to the 
activity of 1 microgramme of 17 hydroxy-11 dehydro- 
corticosterone. Normal adult males excrete between 
40 and 85 units of glycogenic corticosteroids in 24 hours; 
adult females 26 to 65 units in 24 hours. Male infants 
excrete none at | to 4 days old, but amounts of the order 
of 35 to 42 units are found in the urine of male children 
between 2 and 3 years. At 5 years adult values are 
reached. Although there is a day-to-day variation of 
excretion in both sexes, in the female it bears no relation 
to the menstrual cycle. 

This method of bio-assay measures only those com- 
pounds which possess the property of affecting carbo- 
hydrate metabolism. It will therefore not detect changes 
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in excretion of compounds of the desoxycorticosterone 

or of androgenic compounds which do not affect 
glycogenesis. The actual amount excreted per day is 
25 to 85 pug., aS against the 17-ketosteroid excretion which 
js measured in mg. But the amounts excreted in the 
urine probably represent only a fraction (about 10%) of 
the amount produced in the adrenal cortex. There is 
believed to be a close parallelism between the excretion 
of glycogenic corticosteroids and the activity of the 
adrenal cortex. The excretion is increased in Cushing’s 
syndrome, after exercise, and after injection of adreno- 
corticotrophin, and decreased in Addison’s disease and 
panhypopituitarism. The excretions of corticosteroids 
and 17-ketosteroids vary independently. 

The low values in infants, together with the known 
dramatic benefits following injection of cortical extracts 
in sick premature infants, suggest a qualitatively different 
function of the foetal adrenal, and an inability to elaborate 
substances such as protect the adult under conditions of 
stress. P. M. F. Bishop 


223. Effect of Purified Gonadotropes on the Androgen- 
Secreting Ability of Testes of Hypophysectomized Cocks 
A. V. NALBANDOV, R. K. Meyer, and W. H. McSHAN. 
Endocrinology [Endocrinology] 39, 91-104, Aug., 1946. 
9 figs., 21 refs. 


Evidence in the literature as to the source of male 
sex hormone is conflicting. Previous work in favour of 
its secretion by the seminiferous tubules is quoted: 
(1) In rats and boars reduction of spermatogenesis by 
experimental cryptorchidism or deprivation of vitamin E 
is accompanied by decreased androgen secretion. (2) In 
chicks, comb growth is stimulated by follicle stimulating 
hormone (FSH) but not by luteinizing hormone (LH). 
(3) In the sparrow there is no correlation between the 
presence of melanin in the beak and of Leydig cells in 
the testis. 


It has been suggested that the Leydig cells are the , 


source for the following reasons: (1) Dosage of x rays 
sufficient to destroy the tubules but leave the interstitial 
tissue does not affect the secondary sex characters. 
(2) In the bull there is no relation between the androgen 
content of the testis and the state of the tubules, but 
there is a definite relation of androgen content to the 
number and vacuolation of the Leydig cells. (3) Histo- 
chemical studies have detected the presence of steroids 
in the Leydig cells but not in the tubules. 

The present authors used hypophysectomized chicks 
as test animals. After operation the combs, wattles, and 
ear-lobes regressed completely and changed from red to 
grey. Androgen, but not oestrogen, produced reddening 
and growth. The flushing was an extremely delicate 
test. A variety of commercial preparations and special 
extracts of gonadotrophins were tested for comb-growth 
properties and are listed in the paper. Dosages varied 
widely, but were believed in all cases to be above the 
minimum effective dose for the hen. The preparations 
were also tested for their action on the histology and 
growth of the testis, and in some cases on the ovary. 
Both LH and FSH preparations produced testis growth, 
but their selective action was shown in the different 
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histological picture. The only LH preparation which 
failed to produce comb growth was almost biologically 
inactive in the accessory tests. The tests with FSH 
preparations were anomalous, three producing comb 
growth and three failing. However, the addition of 
minute quantities of LH to inactive FSH preparations 
produced full comb growth. This is taken as indirect 
evidence that the active FSH preparations owed their 
effect to LH contamination. 

The authors claim that their method is a delicate test of 
purity in FSH preparations, and that it can detect small 
quantitiesofLH. They suggest that it could be elaborated 
into a method of comparative assay, although the number 
of animals used in the present work was too small for 
this purpose. P. M. F. Bishop 


224. Inhibitors of Hyaluronidase in Blood Sera and 
Their Effect on Follicle Cell Dispersal 

S. L. Leonarp and R. Kurzrox. Endocrinology 
[Endocrinology] 39, 85-90, Aug., 1946. 10 refs. 


McClean and Rowlands, in 1942 (Nature, 150, 627), 
described the dispersal of cumulus cells round the fresh 
mammalian ovum by hyaluronidase. In 1944 Rowlands 
demonstrated that he could raise the fertility of diluted 
rabbit semen used for artificial insemination by adding 
hyaluronidase. In the present paper hyaluronidase was 
assayed biologically, and the unit defined as the amount 
which, when dissolved in 0-2 ml. of Ringer’s solution, 
would cause denudation of 2 out of 3 ova exposed to it 
within three-quarters of an hour to 1 hour. With a 
bull-testis preparation standardized by this method to 
1 unit per 0-033 mg., it was shown that the addition of 
blood sera inhibited the hyaluronidase activity, as judged 
by the effect on rat ova. The inhibition was maximal 
with rat serum and minimal with cow serum. When 
rat-testis hyaluronidase was used the inhibitory effect of 
denuding rat ova was slight and equal with all sera tested. 
In the first test the amount of inhibition in the sera of 
sterile women was the same as that in fertile ones. 

[No evidence is given of the existence of inhibition of 
the hyaluronidase by serum from the same species, 
although the authors point out that if this did occur it 
would be a potential infertility factor.] 

P. M. F. Bishop 


The Klinefelter-Reifenstein-Albright Syndrome 

H. F. BETTINGER and B. Rosinson. Medical Journal of 
_ Australia (Med. J. Aust.] 2, 446-449, Sept. 28, 1946. 
8 figs., 4 refs. 


In 1942 Klinefelter, Reifenstein, and Albright described 
9 cases of a syndrome characterized by gynaecomastia 
and small testes, with degeneration of the germinal 
epithelium but not of the Leydig cells. Oestrogen and 
17-ketosteroid excretion were normal and the excretion of 
follicle-stimulating hormone (FSH) was increased to 
castrate levels. These authors assumed that the germinal 
epithelium of the normal male secreted a hormone 
“inhibin ’’, and they regarded the gynaecomastia as 
being due to the unopposed action of androgen in the 
absence of this hypothetical hormone. 
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The present authors add a description of one case. 
They confirm the normal level of 17-ketosteroid excretion 
and the histological findings of Klinefelter et al. on 
testicular biopsy, but do not support the inhibin hypo- 
thesis. They suggest that the testicular failure occurs 
after puberty. At this time slight gynaecomastia is com- 
mon in males; they attribute this to androgen stimula- 
tion. The subsequent overgrowth in special cases they 
believe to be due to continuation of the puberty growth, 
unopposed by androgen secretion from the now failing 
testis. They agree with Klinefelter that the treatment of 
the gynaecomastia should be surgical and that some 
psychological improvement can be produced by ad- 
ministration of androgens; they give methyl testosterone 
linguets, 5 mg., twice a day. 

[No evidence is given for the belief that androgen can 
produce mammary stimulation.] P. M. F. Bishop 


226. The Weanling Guinea Pig as Test Object for 
Estrogen Assays 
C. G. HARTMAN, J. L. LitrRELL, and J. Tom. Endo- 
crinology [Endocrinology] 39, 120-130, Aug., 1946. 
8 figs., 13 refs. 


Modifications of the rodent-assay method of Allen and 
Doisy for oestrogens (J. Amer. med. Ass., 1923, 81, 819) 
are described. In these, increased delicacy is obtained 
by using mucification, rather than frank cornification, of 
the superficial cells of the vagina as the end-point, and 
by various methods of direct or local application of the 
test material. The new method described depends on 
the opening of the vagina of immature rodents. The 
rat, after trial, was discarded in favour of the guinea-pig. 

The adult guinea-pig has a 16-day cycle, for 12 days of 
which the vaginal closure membrane remains intact. 
Experiments on the adult are described, in which the 
response is shown to depend on the day of the cycle on 
which injection is made. ‘“ Weanlings”’ of average 
weight 200 g. were found to be more sensitive and reliable 
test animals. The authors state that castrated adults 
were even more sensitive, but do not describe the results 
in this paper. 

The authors’ technique of administration is to inject 
half the test dose at either side of the closure mem- 
brane, directing the needle towards the midline under 
the crescerit. Five stages in the end-point are described, 
the last being complete opening of the closure mem- 
brane with secretion of mucus and cornification of the 
mucosa. The relation between the dose of oestrogen and 
the time between injection and opening was carefully * 
studied. The threshold dose was between 4 10-7 and 
210-7 mg. of oestrogen. At this dose opening was 
delayed for 96 hours. The closure membrane remained 
open for much longer in the immature animal than in 
the adult; it is suggested that this was due to progesterone 
in the normal cycle. The advantages claimed for the 
method are that it is simple and that animals are not 
sacrificed. As the castrate can be used repeatedly it may 
be the animal of choice. The experiments described are 
all with known quantities of oestrogen and no details 
are given of an actual scheme of assay. 

P. M. F. Bishop 


227. The Effects of Androsterone, Oestradiol, ang 
Thyroid Hormone on the Artificial Premature ‘“ (jj. 
macteric ” of Pure Gonadal Origin Produced by Ovyari- 
ectomy in Rats. I. Effects on Weights of Organs 

V. KORENCHEVSKY and V. E. Jones. Journal of Geronto- 
logy [J. Gerontol.] 1, 319-335, Sept., 1946. 90 refs, 


Decrease in the relative weight of many organs is one 
of the most characteristic and constant features of ageing, 
The authors state that ovarian failure is one of the chief 
factors in producing the climacteric, and consider that 
this factor can be most readily studied when isolated 
from other senile effects, as in the ovariectomized adult 
animal. Their experiments were performed on 11 normal 
and 108 ovariectomized rats. The modifying effect on 
organ hypoplasia of thyroid, androsterone, and oestradiol, 
separately or in combination, was studied. In general 
the hypertrophy produced by oestrogens and thyroid 
alone or in combination was greater than that produced 
by androgen. The depressing effect of androgen on the 
adrenals was prevented by simultaneous administration 
of the other hormones. The authors suggest that careful 
dosage of these hormones may delay the effects of ageing, 
so long as the pathological changes associated with 
overdosage are avoided. : P. M. F. Bishop 


228. The Effects of Androsterone, Oecstradiol, and 
Thyroid Hormone on the Artificial Premature ‘“‘ Cli- 
macteric ” of Pure Gonadal Origin Produced by Ovari- 
ectomy in Rats. II. Effects of Histologic Structure of 
Liver and Kidneys 

V.E. Jones and V. KORENCHEVSKY. Journal of Geronto- 
logy (J. Gerontol.} 1, 336-344, Sept., 1946. 18 refs. 


In the rat ovariectomy decreased the numbers of large 
nuclei and mitoses seen in the liver and produced 
moderate hypoplasia. Similar effects were seen in the 
kidneys. Oestradiol, thyroid, and androsterone were 
administered, separately and in combination, to 108 
castrated female rats. Thyroid possessed hypertrophy- 
ing and hyperplastic properties greatly in excess of andro- 
sterone, while oestradiol had a depressing effect. 
Oestrogenic hormones decreased fatty granulation in the 
liver cells while androsterone increased both fatty and 
basophilic granulation. Thyroid decreased basophilic 
granulation and had a variable effect on fatty granula- 
tion. In the artificial climacteric in the rat, the hormones 
appear not only to be able to prevent the hypoplastic 
changes normally observed in the liver and kidneys, but 
to produce hyperplasia aboye the normal level. 

P. M. F. Bishop 


229. Uses and Abuses of the Male Sex Hormone 

W. O. THompson. Journal of the American Medical 
Association [J. Amer. med. Assoc.] 132, 185-188, Sept. 
28, 1946. 12 refs. 


Male sex hormone may be used clinically in: (1) eunu- 
chism, as direct substitution therapy; (2) patients with 
bilateral intra-abdominal undescended testes which do 
not respond to chorionic gonadotrophin (as the testes 
are not functional no harm can be done to the germinal 
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epithelium) ; (3) pituitary dwarfism, where administra- 
tion may produce the growth normally associated with 
puberty ; (4) male climacteric; (5) impotence from 
glandular causes; (6) Cushing’s syndrome; (7) Addison’s 
disease, where the hormone should be given in addition 
to normal replacement therapy; and (8) hypopituitarism 
with secondary hypogonadism in old men. It may be 
administered parenterally as testosterone propionate 
25 mg. three times a week; orally as methyl testosterone 
30 to 60 mg. daily; or by implantation in pellets. 

Male sex hormone is contraindicated in sterility, 
benign prostatic hypertrophy, carcinoma of the prostate, 
hypogonadism with one or both testes in the scrotum, 
impotence not glandular in origin, and old age compli- 
cated with arteriosclerotic or hypertensive heart disease. 
The ill-effects which may arise include injury to the 
normal testes with production of azoospermia; heart 
failure in old men; oedema of the legs; acne vulgaris; 
hypermetabolism (in large doses); and hypertrichosis, 
deepening of the voice, and enlargement of the clitoris 
in women. Conditions in which the use of male sex 
hormone is controversial are angina pectoris, menstrual 
disorders in women, and carcinoma of the ovaries and 
breasts. P. M. F. Bishop 


230. The Male Climacteric. Report of Two Hundred 
and Seventy-Three Cases 

A. A. WERNER. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 188-194, Sept. 28, 
1946. 17 refs, 


The order of frequency of symptoms in 273 cases of 
the male climacteric and their response to treatment with 
testosterone are analysed. Nervous symptoms and loss 
of libido were most often seen and circulatory dis- 
turbances less so. Doses of 25 mg. of testosterone 
propionate by injection on alternate days were enough 
to control the symptoms of most patients. Sex hormones 
should not be administered to men of climacteric age 
with the object of stimulating sexual potency; if this is 
the object of treatment the results will be disappointing 
in most cases. P. M. F. Bishop 
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231. Aetiology of Diabetes Insipidus. (L’étiologie du 
diabéte insipide) 

R. Kouritsky and S. Kouritsky. Bulletins et Mémoires 
de la Société Médicale des Hépitaux de Paris [Bull. Soc. 
méd. Hép. Paris] 62, 380-384, June 21 and 28, 1946. 
1 ref. 


Jones (Arch. intern. Med., 1944, 74, 81), in a report 
on 42 cases of diabetes insipidus, analysed the causes as 
follows: pituitary tumour 11, chronic encephalitis 7, 
Hand-Schiiller-Christian disease 4, syphilis 3, trauma 3, 
hypothalamic tumour 2, and 1 case each of fracture, 
“vascular accident ’’, and subarachnoid haemorrhage. 
No cause could be ascribed to 8 cases, and a further case 
was reported as being due to an unknown lesion localized 
to the hypothalamus. Thus a total of 9 cases, or 21%, 
were apparently primary or idiopathic. 


In the present authors’ series of 21 cases of diabetes 
insipidus from a general medical clinic, there were 
11 which could not be ascribed to the usual causes. In 
these patients a detailed history was taken of previous 
illness and the upper respiratory tract was thoroughly 
examined. This revealed that in 7 of the 11 cases shortly 
before the onset of polyuria or polydipsia there had been 
an upper respiratory infection, and the authors suggest 
that diabetes insipidus may follow intracranial infection 
originating in the nose, sinuses, or pharynx. For each 
of these 7 patients a fairly convincing case is made out 
for intracranial spread of an ordinary upper respiratory 
infection as the cause of the diabetes. In many of them 
recovery had been slow and was associated with loss of 
weight and lassitude, which the authors believe to indicate 
transient hypopituitarism. 

In the first case severe thirst followed tonsillitis; 
polydipsia was accompanied by mild narcolepsy, slight 
obesity of the trunk, and amenorrhoea. In the second 
case, polydipsia followed otitis media and labyrinthitis, 
and was associated with lassitude and wasting. The 
third case showed diabetes insipidus accompanied by 
headache, fever, and narcoleptic crises, considered to be 
due to basal arachnoiditis. This was believed to have 
originated 2 years previously, when after measles there 
was a persistently elevated temperature, with recurrent 
sore throats, headaches, loss of weight, and marked 
fatigue. Adenoid growths were present, which had 
probably led to ethmoiditis. After 4 years the patient 
was completely well. In the fourth case, the only fatal 
one, severe diabetes insipidus followed a sore throat with 
acute purulent rhinitis and frontal sinusitis. Death was 
from pneumonia; at necropsy there were numerous 
adhesions in the region of the hypophysis, which was con- 
gested, red and infiltrated diffusely with an inflammatory 
exudate. In the fifth case there was sore throat, then 
frontal sinusitis, and polydipsia with concentric narrow- 
ing of the visual fields, especially on the right. This 
was ascribed to arachnoiditis of the region of the optic 
chiasma. The patient recovered completely within a 
year. The patient in the sixth case had polydipsia, 
occipital headaches, vertigo, visual disturbances, and 
fever with heavy sweats. This syndrome of infundibulo- 
tuberal arachnoiditis came on 3 weeks after a prolonged 
pharyngitis, with headache and photophobia, and 
disappeared within 6 months. The last case occurred in 
a child with an infected right maxillary antrum. The 
sinus was drained and the child recovered. 

The authors point out that unless a careful history had 
been taken, these cases would have been labelled primary, 
spontaneous, or idiopathic diabetes insipidus. Of their 
series of 21 cases 7, or 33%, were thus considered to be 
due to intracranial infection from a focus in the upper 
respiratory tract, and this preponderance they explain by 
the absence from their clinic of neurosurgical cases. 

E. G. Sita-Lumsden 


232. Further Studies on the Correlation of Chemical 
Structure and Antithyroid Effect 

R. H. WittiAMs and G. A. Kay. American Journal of 
Medical Sciences [Amer. J. med. Sci.] 213, 198-205, Feb., 
1947. 2 figs., 13 refs. 
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233. Evipan Used in the Investigation of Some Chronic 
Dermatoses 

L. ForMAN. British Journal of Dermatology and 
Syphilis (Brit. J. Derm. Syph.] 59, 45-53, Feb., 1947. 
4 refs. 


Forman in an E.M.S. hospital examined 20 men who 
hed chronic or recurrent dermatoses, which did not clear 
up on treatment that should have been effective, and in 
which it was thought healing might be delayed by 
psychological factors. He made his examination when 
the patients were under the influence of “ evipan’”’, 
given slowly intravenously in a 1% solution until the 
patient stopped counting, and yawning or alterations in 
the respiratory rhythm developed. Usually 0-4 g. was 
sufficient. It was followed by amnesia in some cases, 
but not all. Some of the cases were also examined by a 
psychiatrist, so that comparisons could be made between 
his reports and those of the author on patients under 
evipan ”’. 

It was found that patients became communicative and 
would answer intimate questions; they would fully 
reveal their attitude to their complaints, and their 
circumstances in life generally. This information was 
helpful in subsequently discussing with them their diseases 
and difficulties. Cases were classified into the following 
groups: (1) chronic dermatitis with excoriations (skin 
lesions primary), in which anxiety states or hysterical 
traits were found; (2) lichenification (skin lesions 
primary), in whom anxiety states and hysterical traits 
were found in most, and maternal attachment and depres- 
sion in a minority; and (3) those in which psychological 
states were predominant, with skin complaints, such as 
pruritus, dermatographia, or urticaria occurring second- 
arily. The author thought the investigations were helpful 
in throwing light on the psychological aspects of these 
patients; he found them quick and probably reliable. 

Geoffrey Duckworth 


234. The Use of Anthallan in Dermatology 

L. P. Ereaux and G. E. Craic. Canadian Medical 
Association Journal (Canad. med. Ass. J.] 55, 361-363, 
Oct., 1946. 2 refs. 


“ Anthallan ” is a new synthetic drug having a weak 
anti-histamine action, though it is doubtful if this is 
how it produces its helpful influence in skin affections 
attributable to allergy. It is not toxic, but should be 
given after food, or the powder may be added to the food 
for infants. Up to eight capsules (each containing 
0-085 g.) a day are recommended for adults, and up to 
six for children; the reduction in dosage for children 
and infants is relatively small. It should be given for 
3 weeks at a time. 

The authors report 12 cases of infantile eczéma and 12 
of atopic dermatitis. In a majority of the cases they 
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found a pronounced lessening of pruritus, with a conse. 
quent reduction in scratching and secondary infection; 


the lesions became less marked but did not disappear, 


The patients felt better, ate better, and slept better. 
Anthallan is best given along with other treatment, 
internal and external, for it is regarded not as a cure but 
as a useful aid in the treatment of these itchy conditions, 
[May it not in fact work as a sedative? It seems to 
produce results similar to those which might be expected 
from one.] Geoffrey Duckworth 


235. The Use of Ozonides in Dermatology 
H. SHaruit. New York State Journal of Medicine 
[N.Y. St. J. Med.] 46, 2147-2149, Oct. 1, 1946. 1 ref. 


Ozonides are addition products of oxygen to unsaturated 
fatty acids. They are made by passing air or oxygen 
through an unsaturated fatty acid. The product used 
by the author was triolein ozonide, the ozonide formed 
in olive oil on ozonization; it contains about 3% of 
oxygen by weight, of which one-third is available as 
ionic oxygen. The preparation disintegrates, slowly 
releasing oxygen, but when it is not in contact with water 
the release is extremely slow. It was found useful in the 
treatment of certain keratoses. About 20% of the 
ozonide mixture was incorporated in an appropriate 
base and applied to the affected part three or four times 
daily. The best results were obtained in 3 cases of 
palmar keratoses, the lesions disappearing in about 
8 weeks. Five similar cases, however, failed to clear up. 
Senile keratoses, squamous eczema of the palms, fissuring 
and “ ballooning ’’ dyskeratosis of the finger tips, and 
callosities of the soles or heels, were improved or cured. 
The author suggests that the remedy is probably a form 
of oxygen therapy, that in the type of lesion affected 
favourably the metabolic rate of the skin may be lower 
than normal, and that oxygen may increase the epidermal 
change following persistent anoxaemia. 

G. B. Dowling 


236. Exfoliative Dermatitis Following Penicillin Therapy 
D. E. NoLanp and G. W. Pepico. Annals of Internal 
Medicine [Ann. intern. Med.] 25, 725-728, Oct., 1946. 
18 refs. 


The authors describe what they believe to be the only 
recorded case in American literature of exfoliative 
dermatitis caused by penicillin. The patient, a man 
aged 60, who suffered from a lung abscess, began to 
complain of generalized itching after a fifth dose of 
15,000 units of penicillin given at 3-hourly intervals. 
This was accompanied at first by a few wheals and later 
by diffuse redness. When the penicillin was discontinued 
the eruption cleared up within 24 hours. Fourteen days 
later he was given 20,000 units every 3 hours. After 
the fourth dose a diffuse erythematous rash appeared 
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which persisted after the drug was stopped. Three days 
after the onset of the eruption the skin began to peel in 
flakes and visible desquamation was present 4 weeks 
later. A patch test with the penicillin used was strongly 

itive. Three weeks later, after the use of a different 
brand of penicillin, patch and intradermal tests were 
negative. 

[The description appears to correspond with what is 
generally spoken of as scarlatinoid erythema rather than 
exfoliative dermatitis.] G. B. Dowling 


237. Aspergillus Infection of the Nails 

E. S. BERESTON and W. S. WaRING. Archives of Derma- 
tology and Syphilology {Arch. Derm. Syph., Chicago] 54, 
§52-557, Nov., 1946. 2 figs., 8 refs. 


The authors believe that certain species of Aspergillus 
may be primary invaders of the human nail. They 
have observed that a nail plate so infected shows a dull 
green discoloration in addition to the usual appearances 
of onychomycosis, such as thickening, _ brittleness, 
vertical striations, and crumbling of the distal portion. 
Cultural and microscopical data are given of 6 cases, 
showing that in 3 the onychomycosis was caused by 
A. glaucus, in 1 by A. nidulans, and in 2 by double 
infection with A. glaucus and Trichophyton rubrum. 
Seven other cases were observed in which cultures were 
made once and grew either A. glaucus or A. nidulans. 

E. W. Prosser Thomas 


238. Effect of Organic Mercurial Preparations on 
Diseases of the Skin 

E. A. J. Byrne. British Medical Journal [Brit. med. J.] 
1, 90-92, Jan. 18, 1947. 13 refs. 


Phenyl mercuric acetate, benzoate, and chloride, 
which are recognized as possessing specific rapid fungi- 
cidal effects in high dilution in plant mycology, are shown 
to possess similar effects in fungus infections in man. 
The author presents 500 successfully treated cases, 
comprising: ringworm of trunk and limbs, 200; 
Epidermophyton inguinale, 110; epidermophytoses of 
feet, 90; jungle sores, 50; infected wounds of various 
types, 50. It is emphasized that the method of prepara- 
tion, the application, and the duration as a surface 
antiseptic must be strictly adhered to. Apart from 
occasional slight temporary vesication no toxic effects 
were encountered. G. B. Mitchell-Heggs 


239. Penicillin Therapy in Pyogenic Dermatoses 

J. G. Hopkins and H. LAwrENCE. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 212, 674-681, 
Dec., 1946. 8 refs. 


The observations embodied in this report from the 
Department of Dermatology, Columbia University, New 
York, were made on 618 soldiers suffering from a wide 
range of pyogenic infections of the skin. With few 
exceptions cases of impetigo responded rapidly to the 
local application of penicillin in ointments containing 
10,000 to 100,000 units of penicillin per gramme. It was 
noted, however, that if treatment was stopped as soon as 


the lesions had cleared up (in an average of 6 to 7 days) 
there was a rather high percentage of relapse (28%). 
In ecthyma the effect of local penicillin therapy was more 
impressive than in impetigo, 82% clearing up in an 
average time of 7 days and 18 % relapsing when treatment 
was stoppedearly. Failures were attributed to penicillin- 


_Tesistant organisms and to sensitivity to the drug. 


In folliculitis of the beard the percentage of cases that 
could be accepted as cured after treatment with penicillin 
was low. In certain cases it was found that, while the 
infection could not be controlled by -lower dosage, 
painting with a solution containing 100,000 units per ml., 


‘ together with the intramuscular injection of 600,000 units 


a day, was effective. In folliculitis of the trunk and 
limbs the response was poor; from these cases, however, 
it was difficult to cultivate organisms of any kind. 
Furunculosis responded well, at least temporarily, to 
treatment by intramuscular injection, and less con- 
vincingly to oral therapy. Uniform success was also 
obtained in the treatment of hidrosadenitis axillaris by 
the same methods. 

Dermatophytosis of the feet complicated by pyococcal 
infection made up a large proportion of the observations 
(264 cases). This secondary infection appeared to have 
been brought under control in 82% of the cases in an 
average time of 4 days, 14% relapsing. Only 3 out of 
15 cases of infective dermatitis of the groins or axillae 
appeared to respond favourably to treatment with 
penicillin ointments, while of 144 cases of eczematous 
dermatitis secondary pyogenic infection was controlled 
in 40%, but sensitization developed frequently after local 
therapy. Infection appeared to be controlled in 1 out 
of 23 cases of acne. In general, correlation between 
sensitivity to penicillin of the organisms concerned and 
response to treatment appeared to be close; some cases, 
however, from which mainly penicillin-resistant organisms 
were grown responded well. It was thought that success 
in such cases might be due to the inhibition of penicillin- 
sensitive strains, penicillin-resistant strains being perhaps 
less virulent. Evidence of sensitivity to penicillin 
appeared in 11 % of all patients and in 25% of those with 
eczematous dermatitis. 

The preparations used were ointments containing 
100,000 and 10,000 units per g. in three bases—an oil- ° 
in-water emulsion, a bentonite gel, and a glycol-carbo- 
wax mixture. A solution containing 100,000 units per 
ml. was also used in a few cases. It appeared that in 
these cases only the very strong concentration of penicillin 
was effective. For intramuscular therapy penicillin in 
oil and beeswax was injected once or twice daily. The 
results of oral therapy were inconclusive. 

G. B. Dowling 


240. Actinomycosis due to Nocardia asteroides. Re- 
port of Two Cases ; 

W. M. M. Kirsy and J. B. McNauGur. Archives of 
Internal Medicine [Arch. intern. Med.] 78, 578-591, Nov., 
1946. 4 figs., 12 refs. ~ 


This paper, from the Stanford University School of 
Medicine, summarizes the literature regarding infection 
with aerobic types of Actinomyces and gives 2 case 


=a 
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reports in detail. In 1 case the main complaints were 
cough with much foul yellowish-green, occasionally 
blood-tinged, sputum, general malaise, night sweats, 
loss of weight, and fever of some 7 to 8 weeks’ duration. 
On examination anaemia, leucocytosis (21,600 cells per 
c.mm. with 86% polymorphonuclear leucocytes), and 
rales throughout the lungs were found. X-ray examina- 
tion of the chest showed scattered infiltration in the 
right upper lobe and in the left upper and lower lobes. 
Though some branching Gram-positive filaments were 
seen in direct films of the sputum, no pathogenic organ- 
isms were isolated in the first instance. Later, Nocardia 
asteroides was isolated from the sputum, the blood, and 
cutaneous lesions. The disease ran a course of some 
3 months. At necropsy numerous nodules, 1 to 2 cm. 
in diameter, containing thick yellowish-green pus, were 
found in the skin and subcutaneous tissues all over 
the body. There were similar nodules in some of the 
skeletal muscles. Smaller lesions were present in the 
heart, thyroid, spleen, kidneys, and ileum. Both lungs 
contained numerous abscesses. 

The second patient presented neurological signs. 
There was severe occipital headache of 6 months’ dura- 
tion, with failure of vision and ataxia. The positive 
findings were bilateral choked disks, central scotomata, 
and some small haemorrhages round the disks. There 
was also poor hearing. Anaemia was absent in this 
case, but the white cells numbered 16,600 per c.mm. with 
87°% polymorphonuclear leucocytes. External ocular 
palsies developed after admission to hospital and°vision 
deteriorated. The colloidal gold test on the cerebro- 
spinal fluid gave a result of 1223221100. The Wasser- 
mann reaction was negative. Mental confusion 
developed, and the patient died suddenly before a final 
diagnosis had been made. At necropsy an abscess 
2:5 cm. in diameter, and containing thick greenish pus, 
was found in the right lobe of the cerebellum. Direct 
films of the pus showed dispersed branched filaments, 
and on culture a growth of N. asteroides was obtained. 

Histological examination of the lesions from both 
cases showed the appearances of an acute pyogenic 
inflammation with a central zone of necrosis and numerous 
polymorphonuclears surrounded by an area of granula- 
tion tissue. Fungal mycelia were not seen in haema- 
toxylin-and-eosin preparations, but were readily visible 
in sections stained by Gram’s method. 

The authors note the effectiveness of sulphonamides 
in Actinomyces bovis infections, and that they have also 
been used successfully in actinomycosis due to N. 
asteroides. In their first case they gave sulphadiazine 
in doses of 4 to 6 g. daily in four courses of about a week 
each, with good temporary results. They state, however, 
that “had the attending staff been fully aware of the 
beneficial action of the sulfadiazine, the therapy would 
have been altered, for it has become axiomatic that the 
best results in actinomycosis follow prolonged intensive 
sulfonamide medication ’’. They mention that there are 
as yet no reports on the use of penicillin in N. asteroides 
infections. Sensitivity tests were carried out with a 
broth culture of N. asteroides isolated from Case 1. 
The organism grew readily in the presence of 0-05, 0-1, 
0-4, 1-0, 2:0, and 4-0 units per ml. R. B. Lucas 


241. Erysipelothrix rhusiopathiae Infection in Map, 
Report of a Case with Cutaneous Bullae, in which Cure 
was Achieved with Penicillin 

J. C. ExRuicH. Archives of Internal Medicine (Arch, 
intern. Med.] 78, 565-577, Nov., 1946. 6 figs., 36 refs, 


In this article a case of infection with Erysipelothrix 
rhusiopathiae of unusual severity admitted to the Eugene 
Leland Memorial Hospital, Riverdale, Maryland, js 
described. This organism, the causative agent of swine 
erysipelas, may produce three categories of illness in 
human subjects: (1) the common mild localized 
cutaneous form known as the erysipeloid of Rosenbach; 
(2) a severe generalized cutaneous form; and (3) a 
septicaemic form with or without cutaneous involvement, 
sometimes complicated by specific endocarditis. Less 
frequent manifestations are arthritis, meningitis, lymph- 
angitis and lymphadenopathy, optic neuritis, intracranial 
abscess, and osseous necrosis. 

The case described falls in the second category : after 
slaughtering a sick pig, later found to be suffering from 
swine erysipelas, a 46-year-old farmer developed a 
swollen red tender area on the right hand about an 
abrasion. The redness and swelling extended rapidly, 
and within 4 days involved both hands and arms, the 
face, ears, and neck, and the neighbouring parts of the 
chest, back, and shoulders. Large bullae developed on 
the hands and right arm; the face became grossly 
oedematous. The chief constitutional symptoms were 
fever and stupor. During the ensuing fortnight clusters 
of papules coalescing to form circumscribed red plaques 
developed on the chest, axillae, abdomen, and legs. 
Some 3 weeks before killing the pig he had had some 
painful erythematous patches on the right hand, which 
had subsided slowly. 

The patient was treated with penicillin, 20,000 units 
3-hourly, which brought about a slight improvement; 
when later the dose was doubled dramatic improvement 
followed; the temperature rapidly became normal and 
the patient emerged from his stupor. Recovery was 
complete in 6 weeks. Positive agglutination reactions 
to erysipelothrix were obtained early in the illness, the 
titre rising during its course, but 3 weeks after the patient 
was discharged from hospital agglutination tests were 
found to be negative. The author’s view is that this is in 
accordance with Biberstein’s statement that erysipelo- 
thrix infection confers no immunity. He believes that 
the severity of the case might be the result of hyperergy 
due to previous exposure to the infection, and that the 
red painful lesion present on the right hand almost up 
to the onset of the illness may have been caused by the 
same organism. G. B. Dowling 


242. Clinical Features, Bacteriology, and Immune 
Biology in Diphtheria of the Skin. (Zur Klinik, Bakterio- 
logie und Immunbiologie der Hautdiphtherie) 

E. SCHWARZ. Dermatologica [Dermatologica, Basel] 93, 
57-88, 1946. 3 figs., 70 refs. 


Twenty-seven cases of skin diphtheria were seen at the 
Dermatological Clinic in Berne between 1942 and 1945. 
Of these, 19 presented an eczematoid, 4 an eczematoid- 
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jmpetiginous, and 1 a purely impetiginous aspect; 2 
showed the picture of diphtheritic whitlow and 1 that of 
wound diphtheria after burns. The face, neck, scalp, 
and particularly the ears (in 5 cases including the external 
meatus) were affected; in 9 cases there were also lesions 
on the trunk and the extremities. -Two cases showed 
general symptoms (fever and diarrhoea) and in 1 case a 
generalized diphtheroid developed; in the others the 
course was benign, although very chronic owing to 
frequent relapses. Simple antiseptics such as “ rivanol ”’, 
anacridine dyestuff, proved to be the best local treatment. 
Serum was given only twice. 

Varying bacteriological results were obtained in 
repeated smears from the same patient at different times, 
and, after negative results, diphtheroid, avirulent, and 
virulent bacilli were found. There is no parallelism in 
pathogenicity for human beings and animals: Bacilli 
were found on the mucous membranes in only 2 cases. 
In 3 cases members of the family had diphtheria or were 
carriers. Various immunobiological tests did not reveal 
any difference between patients with skin diphtheria and 
normal controls, except in the case with a generalized 
diphtheroid. Thus allergic processes seem to play a 
very minor part in diphtheria of the skin. 

W. Freudenthal 


243. The Management of Bacterial Infections of the 
Skin 

D. M. Pittspury. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 692-698, Nov. 23, 
1946. 25 refs. 


The author states that during 1944 the number of 
admissions to United States military hospitals because 
of diseases of the skin varied between 3,731 and 10,399 
per 100,000 personnel in different theatres of war. In 
field medical stations and dispensaries the number of 
dermatological patients constituted between 15 and 60% 
of the total number of admissions. Various types of 
pyoderma were responsible for much of this sickness 
and therefore the knowledge of the proper management 
of these cases has been considerably increased. Cutaneous 
infections are classified as follows: (1) primary acute 
superficial infections (impetigo, ecthyma); (2) acute 
superficial infections complicating some pre-existent 
dermatosis; (3) chronic eczematous lesions in which 
pyogenic infection plays a variable part; (4) chronic 
deep ulcers; and (5) acute and chronic infections of the 
appendages of the skin (folliculitis, furunculosis). 

The author discusses various factors which play a 
part in determining the vulnerability of the skin, such as 
the number and types of bacteria on normal skin, the 
mechanism of autogenous disinfection, the x factor of 
Bigger and Hodgson, and the potentialities of superficial 
bacterial infections as sensitizing agents, and then con- 
siders the clinical management of pyoderma. 
of local sulphonamides is seldom justifiable; local 
applications of penicillin carry a hazard of sensitization, 
but fortunately the reactions produced are usually mild 
and subside promptly. The author advocates the 
parenteral use of penicillin in doses of 150,000 to 300,000 
units twice or thrice daily in the treatment of superficial 


pyoderma; 


The use. 


he discusses various local applications, 
including Castellani’s carbol fuchsin paint, which he 
considers is often the most effective local remedy in 
chronic low-grade eczematous infections. Finally, he 
describes various regimens for the management of 
patients suffering from pyoderma. 

[This is an extremely practical paper which will well 
repay careful perusal.] R. M. B. MacKenna 


244. Treatment of Impetigo Neonatorum with Minimal 
Doses of Penicillin 

C. A. ALpricH and C. A. Hoimes. American Journal of 
Diseases of Children |Amer. J. Dis. Child.| 72, 279-280, 
Sept., 1946. 


This article describes the results of treatment of cases 
of impetigo neonatorum with minimal doses of penicillin 
administered parenterally. The dose of 5,000 units in 
isotonic saline was found to be adequate, as were two 
doses each of 2,500 units given with an interval of 3 hours 
between them. In all cases the impetigo cleared up 
within 24 hours. Local treatment consisted of breaking 
the blisters, applying an antiseptic solution [nature not 
specified], and dusting with a powder containing 10% of 
mercurous chloride. G. B. Dowling 


245. Herpes Virus Therapy of Warty Naevi 
P. Gattonp6. Lancet [Lancet] 1, 158, Jan. 25, 1947. 


In a letter the author draws the attention of research 
workers to the following observations and asks for their 
co-operation. A patient who had 3 congenital warty 
naevi on the penis developed herpes genitalis. During 
recurrent attacks of the herpes the naevi were invaded 
and destroyed; inconspicuous scars eventually marked 
their sites. Virus was then obtained from a hare suffer- 
ing from herpes labialis, cultured, and inoculated into 
a congenital warty naevus. A small ulcer formed in 
7 days and rapidly destroyed the naevus. Virus was also 
inoculated into a rodent ulcer; the lesion was not cured 
but microscopical evidence was obtained which suggested 
that the virus can be cultivated in human carcinoma. 
Further work is in progress concerning the treatment of 
neoplasms. R. M. B. MacKenna 


246. The Cytology of Molluscum Contagiosum, with 
Special Regard to the Significance of the so-called 
** Vacuoles ” 

E. Metrowsky, S. Keys, and G. BEHR. Journal of 
Investigative Dermatology [J. invest. Derm.] 7, 165-169, 
Aug., 1946. 1 fig., 24 refs. 


The virus inclusion bodies in molluscum contagiosum 
originate as spherical intranuclear bodies. They are 
extruded into the cytoplasm, where they increase in size 
and numbers, ultimately coalescing to form a single 
large H-P body (Henderson-Paterson or molluscum 
body). This retains peripherally indications of a septate 
structure. Observations were made on sections stained 
by Giemsa, haematoxylin-eosin, Pappenheim-Unna, and 
P. H. Jacob’s method after osmic acid fixation ‘‘ and many 
other methods ”’. 

[The authors do not mention what tissues were studied, 
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nor are the cells in the “ semi-schematic drawings ”’ 
named. The intranuclear bodies or vacuoles figured are 
considerably larger than the virus bodies or vacuoles 
when they first appear in the cytoplasm. It is pertinent 
to note that intranuclear vacuoles occur in cells in the 
absence of any demonstrable virus infection. Van 
Rooyen (J. Path. Bact., 1938, 46, 434) considered that 
the vacuoles so commonly seen in parasitized epithelial 
cells were probably formed as a result of degenerative 
changes due to interference with cell metabolism by the 
growth of the parasite within it, or that they might 
represent elementary bodies which had been destroyed 
by intracellular ferments. The virus inclusion body was 
a totally independent structure resulting from the growth 
of the elementary body after it had entered the cytoplasm.] 
: R. J. Ludford 


.247. Antipruritic Properties of Nicotinic Acid. (Sulla 
proprieta antipruriginosa dell’acido nicotinico) 

M. SiBIRANI. Minerva Medica [Minerva med., Torino] 
38i, 89-91, Jan. 27, 1947. 


Seventeen patients with pruritus, from the Bologna 
Dermatological Clinic, were treated with nicotinic acid 
intravenously in daily doses of 200 mg. Some beneficial 
effect was noted within 2 to 6 days in all except a patient 
with senile pruritus and 1 with urticaria. During a short 
period of observation the symptom disappeared in 3 
out of 5 patients with local eczema, but the effect was 
only transient in the other 2. Another with lichenified 
intertriginous eczema responded well to the drug given 
intravenously, though nicotinamide given intramuscularly 
had had no effect. Out of 5 patients with generalized 
eczema, the effect of the drug was only transient in 3 and 
a fourth was observed for only 2 weeks. Two patients 
with psoriasis were completely relieved of pruritus. 
The effect of the drug was temporary in a patient with 
herpetiform dermatitis and in 1 with neoarsphenamine 
erythrodermia. 

The author concludes that nicotinic acid may be 
useful in relieving pruritus in some patients. The effect 
is often transient, and prolongation of therapy (up to 
3 weeks) had little further effect in cases which responded 
poorly or relapsed. He suggests that the antipruritic 
property of nicotinic acid may be due to an anti-histamine 
action, but he gives no evidence for this. 

[The author does not discuss the possibility that the 
apparently beneficial effect of nicotinic acid may have 
been due to suggestion.] L. P. R. Fourman 


248. Use of Pressure Bandages in the Treatment of 
Pemphigus. Report of a Case 

K. A. Ritey. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 54, 711-712, Dec., 1946. 


A case of pemphigus foliaceus which did not respond to 
local and systemic measures, but which rapidly improved 
with the additional use of pressure bandages, is described. 
It is suggested that this procedure, which also simplifies 
nursing, may be extended to other similar dermatological 
conditions. G. B. Mitchell-Heggs 
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249. Aetiology of Psoriasis. (Recherches Sur l’étiologie 
du psoriasis. (Communication provisoire)) 

R. ANDRZEJ. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph.] 7, 17-24, Jan., 1946. 


This is a preliminary communication of researches 
begun in France before the war and continued during it 
under difficult and abnormal conditions. Speciaj 
cultures from psoriasis scales have produced the same 
micro-organism in 90% of cases. The micro-organism 
shows two stages of evolution—a granular and later g 
mycelial form. It is classed provisionally as an aerobic 
Actinomyces of the group “ majores ”’ of Foulerton and 
is given the name Actinomyces kapuscinskii. Some 
positive results of culture of the micro-organism in the 
blood and in bucco-pharyngeal lesions of psoriasis 
suggest its possible wide dissemination. Some good 
results are reported from its use therapeutically in active 
psoriasis. Further communications on the same subject 
should be awaited with interest. J. E. M. Wigley 


250. A Case of Psoriasiform Parakeratosis in the 
Presence of Tuberculous Infection. (Sur un cas de 
parakératose psoriasiforme sur un terrain tuberculeux) 
H. Perrier. Revue Médicale de la Suisse Romande 
[Rev. méd. Suisse rom.] 66, 731-734, Oct., 1946. 3 figs. 


The author describes the case of a child of 7, who from 
the age of 2 had been the subject of a severe skin condition 
unaffected by any treatment. It was characterized by 
an intense redness of the skin and dense and abundant 
scaling without irritation recalling psoriasis. It occupied 
mainly the scalp and trunk. At intervals of about 8 to 
10 days the patient became febrile, and at such times a 
multitude of little pustules appeared at the periphery of 
the eruption. The descriptive diagnosis of psoriasiform 
parakeratosis was made and that of microbic dermo- 
epidermatitis (Gougerot) for the superadded infective 
aspect. In 1944 the child was found to have a strongly 
positive Pirquet reaction, and radiography revealed 
marked perihilar infection of the lung. The general 
condition of the patient deteriorated during 1945, with 
loss of weight and increased severity and frequency of 
febrile attacks. In October treatment with “ spenglersan 
T’”’ vaccoid combined with jocasin”’ was instituted. 
About 4 weeks after this the temperature became normal 
and the skin began to clear up. The patient was dis- 
charged from hospital in February, 1946, completely 
cured. The author regards the case as one of a non- 
specific cutaneous reaction due to underlying tuberculous 
infection. Treatment of the tuberculous soil resulted in 
complete cure. G. B. Dowling 


251. 
Girl 
J. WALKER. British Journal of Dermatology and Syphilis 
[Brit. J. Derm. Syph.| 59, 54-57, Feb., 1947. 3 figs. 


A striking case is reported from the Groote Schuur 
Hospital, Capetown, of a single girl, aged 17—a thin 
mongolian idiot, small and sexually underdeveloped— 
who developed at the age of 2 an eruption on which 
cutaneous horns grew. Some grew to 5 in. (12-5 cm.) 


A Case of Multiple Cutaneous Horns in a Young 
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in length, then fell off. She had never been free of them. 
These horns were distributed chiefly on the extensor 
surfaces, and on separating left sharply circumscribed 
tches of reddened skin reminiscent of healed psoriasis. 
Diagnosis was between a congenital ectodermal defect 
and hypertrophic psoriasis. The former was supported 
the multiple horns, very bad teeth, and distorted 
nails; the latter by the distribution, pitting of the nails, 
positive grattage test, and the finding of Munro-Sabouraud 
abscesses histologically. One hyperkeratotic patch on 
aleg was given x-ray treatment: some scarring occurred 
but no recurrence. The other parts were treated as for 
riasis, and no hyperkeratotic patches or cutaneous 

horns developed during 5 months in hospital. 

Geoffrey Duckworth 


252. Angiomas of the Scrotum (Angiokeratoma, 
Fordyce). Compilation of Cases and Discussion of 
Nomenclature 

§,§. ROBINSON and S. TASKER. Archives of Dermatology 
and Syphilology [Arch. Derm. Syph., Chicago] 45, 667- 
674, Dec., 1946. 


This is the report of a case of angiomata of the scrotum. 
A record of cases and a discussion of the histopatho- 
logical aspects, the differential diagnosis, and the 
nomenclature of the disease, are given in an effort to 
clarify and differentiate the dermatosis from angiokera- 
toma of Mibelli. This case is the first in which angiomata 
of the tongue were associated with those of the scrotum, 
and the second in which angiomata of the scrotum were 
associated with leukodermia of the scrotum. 

G. B. Mitchell-Heggs 


253. Cylindroma. Report of an Unusually Extensive 
Case 

D. L. Cooper. Journal of the American Medical 
Association [J. Amer. med. Ass.| 132, 575-577, Nov. 9, 
1946. 5 figs., 6 refs. ~ 


The author describes and depicts a typical and advanced 
case of familial multiple basal-celled adenoid tumours of 
the skin of the head, neck, and trunk, most prominent 
on the scalp (‘* turban ”’ tumours), and refers to Ronchese’s 
review of such cases (Amer. J. Cancer, 1933, 18, 875). 
He does not explain why he uses the antiquated and 
meaningless name “ cylindroma ”’. R. A. Willis 


254. Trichoepithelioma Cylindromatosum 
B. STREITMANN. Klinische Medizin [Klin. Med., Wien] 
1, 486-500, Oct. 1, 1946. 6 figs., 20 refs. 


This paper describes a case of long-standing multiple 
cystic adenoid basal-cell tumours of the face and scalp 
(Spiegler tumours) in a man of 55. An unusual feature 
of the case was the presence of what appeared to be an 
old quiescent metastatic deposit of growth in a supra- 
clavicular lymph node. The correctness of this inter- 
pretation, however, is not quite certain, a$§ no residual 
lymphoid tissue was found around the supraclavicular 
growth. R. A. Willis 
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255. Progressive Recurrent Dermatofibroma (Darier- 
Ferrand). Anatomoclinical Study 

O. G. Costa. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 54, 432-454, Oct., 1946. 
4 figs., 65 refs. 


Progressive recurrent dermatofibroma is the name 
given to a peculiar and rare type of fibroma which was 
given its place in dermatological literature by Darier 
and Ferrand in 1924. Before then the position was 
confused, but these French workers made a complete 
study of the condition and emphasized its progressive 
and recurring character. 

Fibromata are found in the skin, in the sheath of the 
rectus abdominis ‘muscle, and in relationship to the 
periosteum and to ovarian stroma. The particular type 
of dermatofibroma considered in this paper begins as a 
fibrous plaque in which, after a shorter or longer period, 
tumours arise; these gradually spread and are refractory 
to treatment. The lesion is locally malignant in the 
sense that there is a tendency to recurrence after removal 
and, though secondary lesions may occur on other parts 
of the skin, it seems very doubtful whether internal 
metastases arise. The first case was described by Coenen 
in 1909 and the literature was well reviewed by Hoffmann 
in 1925 (Derm. Z., 43, 1). No familial cases are recorded 
and most are seen in adults, though one has been 
described in infancy. The lesions may occur on any 
site, but the front of the chest, the abdomen, and the 
inguinal regions are the sites of election. Lesions are 
commonly multiple, varying in size from a peanut to a 
foetal head. They are usually smooth, reddish, firm 
tumours and may upon occasion be superficially eroded. 
They are symptomless and in the early stages may be 
confused with those of keloid or scleroderma. 

The author, who found records of 124 cases in the litera- 
ture, describes a patient of his own, a Brazilian farmer 
aged 38, who presented a number of such lesions up to 
the size of a foetal head, mostly on the scalp and forehead, 
and of some 6 years’ duration. The histology is that of 
a benign connective-tissue neoplasm and treatment is 
by wide surgical removal and radiotherapy. Recurrence 
is said generally to result from inadequate excision. 

The article is well illustrated showing both the clinical 
condition and the histological picture. The affection is 
described under a variety of names including that of 
fibrosarcoma (Virchow), but appears to be essentially 
benign. John T. Ingram 


256. ‘* Fixed” Eruption of the Mucous Membrane and 
the Skin Caused by Sulfadiazine 

L..M. Cote. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 54, 675-676, Dec., 1946. 
2 figs. 


' Three cases of fixed eruption, involving the mucous 
membrane of the mouth and the skin of the penis and 
due to sulphadiazine, are described. Prompt healing 
occurred when the drug was discontinued and saline 
applied locally. The lesions recurred with sulpha- 
diazine therapy orally. Patch tests with sulphadiazine 
powder were all negative. G. B. Mitchell-Heggs 
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257. Injury to the Haemopoetic System during Arseno- 
therapy for Syphilis Complicated by Diphtheria. (Bescha- 
diging van de bloedbereidende organen tijdens arseno- 
benzolbehandeling van lues, welke door diphtherie is 
gecompliceerd) 

W.J. HOHMANN. Nederlandsch Tijdschrift voor Genees- 
kunde [Ned. Tijdschr. Geneesk.] 90, 1562-1565, Nov. 2, 
1946. 8 refs. 


Diphtheria has been recorded as a cause of aplastic 
anaemia, and arsenicals of the arsphenamine group are 
known occasionally to produce agranulocytosis. As the 
incidence of both diphtheria and syphilis increased in 
the Netherlands during the years of occupation, it is 
“ not surprising that cases of agranulocytosis were ob- 
served where these two factors coincided. The first 
patient described in this paper was a woman of 23 years 
who contracted diphtheria after four previous injections 
of bismuth and neoarsphenamine. She received 
20,000 I.U. of diphtheria antitoxin and five more com- 
bined injections of bismuth and arsenic. As she developed 
a slight gingivitis the next treatment consisted of an 
injection of neoarsphenamine only. She became acutely 
ill with all the signs and symptoms of agranulocytosis, 
the blood showing 3,500 leucocytes per c.mm., of which 
60° were lymphocytes and 40% monocytes. The patient 
died 1 month after contracting diphtheria. B 

The second patient was a woman of 32 years, who, 
after receiving eight combined injections of neoarsphen- 
amine and bismuth, developed tonsillitis. The tonsils 
were covered with whitish membrane. A blood count 
showed 3,500 leucocytes, of which only 2% were neutro- 
phils and 6% eosinophils. No diphtheria bacilli were 
cultivated from the throat. The patient, however, 
received 18,000 I.U. of diphtheria antitoxin, as clinically 
the illness was thought to be diphtheria. She recovered 
completely, the blood picture returning gradually to 
normal. 

Quoting the experiments of Szodoray, who succeeded 
in causing agranulocytosis in animals by injecting 
simultaneously streptococcal toxin and neoarsphenamine, 
the author points to the danger of treating syphilis with 
heavy metals during or shortly after an attack of diph- 
theria, and recommends replacing them in such cases by 
penicillin. R. Salm 


258. The Effect of Streptomycin on Experimental 
Syphilis Infection of Rabbits 

R. A. FIsKEN and O. M. GRuHziT. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases [Amer. J. 
Syph.] 30, 581-585, Nov., 1946. 12 refs. 


This is a report of an investigation at the Parke, Davis 
Research Laboratories of the possible efficacy of strepto- 
mycin in experimental syphilis in the rabbit. Groups 
of 4 to 6 rabbits with active syphilitic lesions were treated 
with intravenous injections of streptomycin of 1,000, 
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2,000, 3,000, or 4,000 subtilis units per kilo, in three 
divided doses each day for 21 days. Since this dosage 
was without visible effect on the lesions, the rabbits 
were subsequently given 6,000, 8,000, or 10,000 subtilis 
units per kilo in three divided doses each day for 13 days, 
It was noted that during the first 3 weeks some of the 
lesions progressed and motile spirochaetes could still 
be found. Spread of infection to the uninoculated testis 
was observed in some of the animals. In the second 
period of treatment the regression of lesions was ‘Similar 
to that of syphilis in untreated rabbits. Spirochaetes 
were found in the majority of the lesions up to 12 days 
after the higher range of dosage. The popliteal lymph 
nodes, excised 6 weeks after the second treatment, were 
implanted into normal rabbits; all such transfers were 
followed by the development of lesions containing motile 
spirochaetes. . The authors conclude that the continued 
administration of streptomycin does not abort syphilitic 
lesions or produce systemic sterilization. 
V. E. Lloyd 


259. The Relative Toxicity and Therapeutic Activity in 
Experimental Syphilis of Bismuth Subsalicylate, Bismosol, 
and Biliposol 

H. EAGLe. American Journal of Syphilis, Gonorrhea, and 
Venereal Diseases [Amer. J. Syph.] 30, 549-554, Nov., 
1946. 8 refs. : 


Three preparations, representative of the water- ° 


soluble, the fat-soluble, and the insoluble types of 
bismuth compounds, are used for this investigation—an 
aqueous solution of sodium and potassium bismutho- 
tartrate (“* bismosol *’), an oily solution of «-carboxyethyl- 
B-methyl-bismuthononoate (“ biliposol”’), and an oily 
suspension of bismuth subsalicylate. Each compound 
was injected intramuscularly into a rabbit 6 weeks after 
intratesticular inoculation with syphilis. 

As judged after a single injection the maximum 
tolerated dose expressed in mg. per kilo for the three 
compounds was: for bismuth subsalicylate 80, for 
biliposol 65, and for bismosol 15. The LD 50 (dose 
which killed one-half of the injected animals) was, 
respectively, 200, 120, and 23 mg. per kilo. These 
differences in toxicity, which are computed relatively as 
being 1: 1-7: 8, probably depend upon varying rates 
of absorption. In contrast to the varying toxicity, the 
three compounds had a reasonably similar therapeutic 
efficacy. The curative dose of each (in order as above) 
was 5-6, 3:3, and 4-3 mg. per kilo. The data suggest 
that the fat-soluble compound was the most effective. 

The author considered the bismuth preparations as a 
group to be from one-half to one-third as active as 
““mapharsen”’; and the safety zone between the 
effective and toxic doses to be from six to eight times 
greater than that provided by mapharsen. 

V. E. Lloyd 
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260. Asymptomatic Neurosyphilis: Prognosis 

R. D. HAHN and E. G. Ciark. American Journal of 
Syphilis, Gonorrhea, and Venereal Diseases (Amer. J. 
Syph.] 30, 513-548, Nov., 1946. 9 figs., 3 refs. 


The prognosis of asymptomatic neurosyphilis, with 
regard to the eventual state of the spinal fluid and to the 
clinical outcome, was studied in 533 patients on whom at 
least two cerebrospinal-fluid examinations had been done 
and in 467 patients who had had at least two physical 
examinations (271 male and 262 female; 191 white and 
342 negro). Only 8-5% of the patients had received any 
treatment before the first positive spinal-fluid test. 
Routine treatment of all cases consisted of tervalent 
arsenicals and bismuth. Tryparsamide or malarial 
therapy was also given to a small number of cases. 

A large part of the report is devoted to a detailed 
analysis of the subsequent changes in the spinal fluid in 
respect of age, race, sex, duration of infection, treatment, 
initial change in the spinal fluid, and, in particular, the 
relation of spinal-fluid changes to the clinical outcome. 
It was noted that the probability of the development of 
clinical neurosyphilis during the first 10 years of observa- 
tion was less in the youngest group (under 25 years) than 
in the other age groups, presumably on account of the 
shorter duration of the infection. In general the more 
marked the pathological change in the initial spinal- 
fluid tests the more unfavourable were the changes in 
the ultimate spinal-fluid examination and the greater the 
probability of the onset of manifest neurosyphilis. 
Spinal fluids, initially of Group I or II, became negative 
in about one-half of the patients; whereas, when the 
initial tests showed the spinal fluid to have been of 
Group III type, the fluid became negative subsequently 
in only about one-quarter of the patients. 

The authors point out that the prognosis in many 
patients is favourable even when treatment has been 
totally inadequate. Adequate treatment with tervalent 
arsenicals and bismuth (40 or more injections of each) 
was of distinct value in asymptomatic neurosyphilis. 
No advantage seemed to have accrued from the addition 
of tryparsamide therapy. Although the number of 
patients who received malarial therapy was small (40) 
it appeared to have been the most effective form of 
treatment. 

The probability of ultimately developing clinical 
neurosyphilis was found to be greater with increasing 
positivity of the spinal fluid. Spinal fluids of Group I 
type at initial examination lead to clinical neurosyphilis 
in 16% of patients at 5 years and in 7:9% at 10 years. 
In the case of Group II fluid this probability increased to 
65% at 5 years and 16:5% at 10 years. With the paretic 
type of fluid—Group III—the outlook is more ominous, 
manifest neurosyphilis developing in 12-8% at 5 years 
and 21% at 10 years. Accompanying graphs portray 
the probability of the development of parenchymatous 
neurosyphilis and of meningo-vascular neurosyphilis 
according to the degree of the positivity of the initial 
spinal-fluid examination. The slight influence of race 
and sex in the prognosis of asymptomatic neurosyphilis 
was not thought to be of any practical importance in the 
management of the individual patient. V. E. Lloyd 


261. Some American Ideas on Venereal Disease Control 
R. R. Wittcox. British Medical Journal (Brit. med. J.] 
2, 825-827, Nov. 30, 1946. 7 refs. 


The author points out that the four main points in a 
venereal disease control programme are: (1) control of 
sources of infection; (2) prophylaxis; (3) observation 
and treatment of contacts and patients; and (4) pre- 
vention of default. If all these desiderata are attained 
the diseases will be brought under control, but education 
is necessary as a first step. The campaign is being pushed 
very much less vigorously in Great Britain than in 
America mainly because the British rely almost entirely 
on voluntary methods. In New York a certificate of 
freedom from venereal disease is essential before 
marriage, pregnant women have their blood tested for 
syphilis, venereal disease is notifiable, treatment is com- 
pulsory, and women arrested for prostitution are subject 
toexaminationandtreatment. Mostcities haveacontrol 
section and every effort is made to trace contacts. In 
Chicago bar-keepers are invited to co-operate and if 
they do not are liable to be put out of business. Pro- 
phylaxis is not pressed on the civilian, but Service men 
on furlough are well provided for in this respect. Some 
4,000 reports of contacts or cases are dealt with monthly 
in Chicago, and, if letters fail, field workers are called in. 
From January to June, 1945, some 11,500 epidemio- 
logical reports were received concerning 2,614 patients; 
22:8% of the patients were placed under treatment, 
11-5% were already being treated, 12°8% were found to 
be uninfected, and 30% could not be located [it is not 
stated what happened to the remaining 22-9%]. A\ll this 
activity involved 602 workers. All early syphilis is 
treated in the 200-bedded Chicago Intensive Treatment 
Centre, where 10,000 patients have been dealt with 
between 1942 and 1945. Gonorrhoea is treated mainly 
at the municipal clinic, on an out-patient basis, and 23,500 
cases were seen in 1944. The tracing of cases for 
follow-up is done by social workers at the clinics, and 
70% of’ the first 3,000 cases of early syphilis are still 
under observation—evidence of the efficacy of the system. 

Propaganda is forceful; even trams and buses carry 
slogans. Book matches are used extensively for the 
same purpose. A new type of advertisement is the 
** juke box”’, which alternates entertainment reels with 
control messages, and is provided free. In addition a 
quarterly periodical entitled V.D. Topics is published, 
and the radio is used for talks. The list of activities 
would not be complete without mention of the American 
Social Hygiene Council. Results have on the whole 
been disappointing, although the increased number of 
new cases diagnosed may be due to better case finding 
rather than to an absolute increase. Nevertheless the 
advice given by Stokes to “‘ move against promiscuity 
rather than, or in addition to, disease ’’ seems particularly 
apposite. T. E. Osmond 


262. Clinical Observations on the Nature of Urogenital 
Gonorrhea 
J. H. DouGuerty, C. S. DiLucia, A. DiDonna, and 
J.C. Ripper. Journal of Urology [J. Urol.] 57, 84-93, 
Jan., 1947. 
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263. Prerenal Uraemia in a Case of Benign Pyloric 
Stenosis. (Praerenal uremi ved godartet pylorusstenose. 
(Klinisk forelesning)) 

H. A. SALvESEN. Tidsskrift for den Norske Lege- 
forening (Tidsskr. norske Legeforen.] 67, 3-6, Jan. 15, 
1947. 


A man aged 27 was admitted to the State Hospital at 
Oslo for constant hiccup, almost uninfluenced by treat- 
ment. He was dazed and had itching, vomiting, a trace 
of proteinuria, and a blood urea of 372 mg. per 100 ml.; 
this was apparently a case of classical azotaemic uraemia. 
The blood chloride level was very low, but instead of the 
expected uraemic acidosis the patient had an uncom- 
pensated alkalosis with a pH of 7-65. It appeared that 
daily for several weeks he had vomited copiously. The 
diagnosis of pyloric obstruction was later confirmed by 
radiography, and after appropriate treatment he was 
successfully operated on. Complete analyses of all the 
bases and acids in serum, and estimations of the pH and 
carbon-dioxide tension, together with kidney function 
tests, were made before and after treatment, which con- 
sisted of daily intravenous injections of 1 litre of saline 
with the addition of 200 ml. of 10% sodium chloride 
solution for 3 days. There was rapid improvement and 
5 g. of salt was then given by mouth in addition to fluid 
nourishment. The clinical improvement was followed 
by return of the blood to normal. There was no tetany 
in spite of a pH of 7°65. 

The blood changes are discussed and the following 
conclusions drawn. The loss of chloride was the cause 
of the alkalosis, but most of it was lost as hydrochloric 
acid. The base thereby liberated was taken up by 
carbon dioxide, protein, phosphorus, and undetermined 
acids. The total molecular concentration (2 x total 
base-+urea) was 325 millimols before treatment—a 
substantial increase in relation to the later normal value 
of the blood (294-7). It was therefore concluded that 
the increase. in urea concentration could not be explained 
as a compensation for the decrease in osmotic pressure 
caused by lack of base. The cause of the prerenal 
uraemia was supposed to be the dehydration, of which 
there was ample clinical evidence. It is also pointed out 
that, as the features were those of classical uraemia, 
vomiting, hiccups, itching, azotaemia, and low blood 
chlorides, it was the determination of the alkali reserve 
which pointed to the diagnosis and saved the patient’s 
life. 

A. M. M. Wilson 


264. Treatment of Paroxysmal Hemoglobinuria with 
Penicillin. Report of a Case 

L. C. GoLpBerG. American Journal of Syphilis, Gonor- 
rhea, and Venereal Diseases [Amer. J. Syph.} 31, 163-165, 
March, 1947. 4 refs. 


‘265. The Place of Unilateral Renal Disease in Hyper. 


tension 

C. HArRpwick and A. W. BADENOCH. British Medical 
Journal (Brit. med. J.] 1, 293-296, March 8, 1947. 4 figs, 
3 refs. 


Three cases of unilateral renal disease discovered 
during routine investigation of the urinary tract in cases 
of hypertension are described. In the first the patient 
was found to have a blood pressure of 215/140 mm. Hg 
associated with a left renal calculus. Removal of the 
stone did not materially affect the blood pressure. In 
the second the patient had a blood pressure of 
210/160 mm. Hg, and this was associated with a hypo- 
plastic right kidney containing a funnel-shaped hydro- 
nephrosis. Removal of the kidney produced a dramatic 
drop in blood pressure (to 140/80) and regression of 
retinal artery changes. The lowered blood pressure was 
sustained for several months. In the third malignant 
hypertension was associated with absence of the left 
kidney. Exploration of the left renal space was under- 
taken but no abnormality was found. There was no 
post-operative change in the hypertensive condition. 
The authors do not consider that unilateral renal disease 
is a common cause of hypertension, but think that their 
experience illustrates the necessity for renal investiga- 
tions in these cases. Where renal pathology is found, 
treatment should be undertaken according to accepted 
urological standards with a view to alleviating the renal 
condition rather than the hypertension. 

Alan Kekwick 


266. Treatment of Renal Failure in Weil’s Disease by 


Spinal Anaesthesia 
M. H. C. Witttams. Lancet [Lancet] 1, 100-101, Jan. 
18, 1947. 2 figs., 8 refs. ys 


Trueta et al. (Lancet, 1946, 2, 237) showed that by 
appropriate nerve stimulation the blood of the renal 
circulation may be diverted wholly or in part from the 
cortex and short-circuited through the medullary vessels, 
with resultant cortical ischaemia and oliguria. By 
injecting trypan blue into guinea-pigs infected with 
Leptospira icterohaemorrhagiae, Wylie found that from 
the first day of infection the cortical blood flow failed and 
became progressively less till death ensued. The view 
that these changes are due to vascular spasm and are 
reversible is supported by a number of cases reported in 
the literature, in which anuria in Weil’s disease or follow- 
ing blood transfusion or abortion was relieved by splanch- 
nic block or high spinal analgesia up to the level of D 7. 
To these the present author adds a case record of a man 
employed in watercress beds who had suffered from 
Weil’s disease for 8 days on admission to hospital. He 
was drowsy, deeply jaundiced, and dehydrated; his 
blood pressure was 100/70 mm. Hg and his blood urea 
321 mg. per 100 ml. Oliguria was present. Treatment 
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with penicillin was started and in order to raise and 
maintain the blood pressure intravenous infusion of 
plasma and intramuscular injection of ‘* methedrine ” 
(d-N-methylamphetamine hydrochloride) 30 mg. was 
| iven; dehydration was relieved by administration of 
fluids liberally by mouth and intravenous infusions of 


nephritic children were: during stationary oedema before 
diuresis, 49-68 ml., average 61 ml. (9 tests); stage of 
subsiding oedema with polyuria, 43 to 53 ml., average 
49 ml. (9 tests); oedema-free stage after polyuria, 
51 to 76 ml., average 62 ml. (7 tests). In 5 children with 
nephrotic syndrome: during increasing oedema with 


alternating litres of 4-3% sodium sulphate and 5% 

ucose-saline. Although the blood pressure rose to 
130/90 mm. Hg, no increase in urinary output occurred, 
so high spinal analgesia (to D 7) was induced with 16 ml. 
of light “ nupercaine”. Diuresis began immediately 
with a rapid fall in the blood urea, and this continued 
after the effects of the spinal analgesic had passed. 
Recovery was complete. 

[The author recognizes that spontaneous recovery can 
occur in Weil’s disease even when the blood urea has 
risen above 300 mg. per 100 ml., but he is justified in 
claiming that the time relationships are sufficiently 
suggestive to support his plea for a trial of spinal analgesia 
before irreparable renal damage has occurred and that 
this be combined with measures designed to keep the 
blood pressure above the renal-filtration level.] 

Henry Cohen 


267. The Plasma Volume in Nephritis 

P. MacArTHUR. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 21, 235-240, Dec., 1946. 1 fig., 
29 refs. 


In a previous paper (Arch. Dis. Childh., 1942, 17, 1) 
the author had shown that in children suffering from 
certain types of nephritis serial red cell counts and 
haemoglobin estimations during the course of the disease 
revealed a fluctuation which was closely related to the 
degree of oedema and to the volume of urinary excretion. 
During the recovery phase of acute nephritis the red cell 
count and the haemoglobin concentration rose with the 
onset of diuresis and the consequent diminution of 
oedema, returning to the previous level with the cessation 
of the polyuria. In the nephrotic syndrome the red cell 
count and haemoglobin concentration rose with increasing 
oedema and oliguria, falling sharply during increasing 
diuresis, and diminishing oedema. 

This paper is concerned with the question whether 
these changes are due to alterations in the plasma volume. 
Twenty-five plasma volume determinations from 12 
patients with acute nephritis and 17 determinations from 
5 patients with the nephrotic syndrome were carried out. 
The method employed was: intravenous injection of 
4ml. 1% Congo-red solution, 4 minutes later withdrawal 
of 8 ml. venous blood mixed in a centrifuge tube with 
2 ml. 1-:1% sodium oxalate solution; plasma separated 
by centrifugalization at 3,000 revolutions for 30 minutes; 
and estimation of dye concentration by the Biirker com- 
pensating colorimeter. The patients should be kept in 
wards at an even temperature, or misleading alterations 
in the blood volume may occur. In children normal 
blood volumes were found to be about 100 ml. per kilo 
body weight (varying from 70 to 190 ml.), and plasma 
volumes about 60 ml. (38 to 78 ml.); in both cases the 
younger the child the higher the volume. 

The plasma volumes per kilo of body weight in 12 


M—G 


oliguria 46 to 63 ml., average 52:5 ml. (8 tests); during 


diminishing oedema with polyuria, 74 to 90 ml., average 


77:5 ml. (4 tests); at oedema-free stage, 51 to 62 ml., 


average 55 ml. (5 tests). 


It is suggested that in acute nephritis alterations in the 
volume of fluid excreted by the kidneys are the cause of 


changes in the plasma volume, but that in nephrotic 


nephritis, changes in the plasma volume determine the 
volume of renal excretion. 

A single plasma volume determination was done 
in each of 5 children with nephrosclerosis; no significant 
change was found. Eleven determinations in 6 children 
with chronic haemorrhagic nephritis revealed changes. 
regarded as attributable to a genuine anaemia, and not to. 
haemodilution. L. H. Worth 


268. Epidemic Hepato-nephritis without Jaundice. (Une 
hépato-néphrite anictérique épidémique (vraisemblable- 
ment due a un virus)) 

P. PELNAR. Annales de Médecine [Ann. Méd.] 47, 365-— 
379, 1946. 9 refs. 


Seven cases of acute nephritis accompanied by enlarge- 
ment of the liver without jaundice, treated at the Bata 
Hospital, Zlin, are discussed with full clinical details. 
The principal features that these cases (3 men and 4 
women aged from 16 to 44) had in common were as 
follows: (1) a general malaise and fever of onset with 
pain in the right hypochondrium; (2) oedema of face 
and ankles with dyspnoea; (3) albuminuria; (4) raised 
blood pressure; (5) bradycardia; and (6) pallor. In 
all cases there was fluid retention with transudation into 
serous cavities. The bradycardia was not attributable to 
any myocardial affection. In all cases there was leuco- 
penia with relative lymphocytosis. 

The author considers that these cases present the 
features of a specific infectious disease, this opinion being 
strengthened by the apparent transmission of the disease 
from one to another of the patients in the hospital. 
From the resemblances, on the one hand, to infective 
hepatitis and, on the other, to the type of infectious 
nephritis described by Rudisser and Markoff, he con- 
siders that the infecting agent is probably a virus. 

None of the cases proved fatal though convalescence 
tended to be prolonged, blood pressure returning to 
normal only after 3 months. Though the follow-up 
was not long enough to ensure that none developed 
chronic nephritis, 2 patients examined more than 3 months 
later were quite well. The acute phase lasted about 
3 weeks. No special treatment was undertaken, but the 
usual measures employed to combat acute nephritis were 
without noticeable effect. Although the liver was in all 
cases notably enlarged there was never any evidence of 
icterus. The author claims that these cases do not fall 
within the category of any previously recognized disease. 

Jos. B. Ellison . 
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269. A Case of a Hitherto Undescribed Lipoidosis 
Simulating Rheumatoid Arthritis 

G. GRAHAM and A. G. STANSFELD. Journal of Pathology 
and Bacteriology {[J. Path. Bact.) 58, 545-558, Sept., 1946. 
15 figs., 12 refs. 


A single unusual case admitted to St. Bartholomew’s 
Hospital, London, and clinically resembling a case of 
rheumatoid arthritis, is described ; it differs from other 
recorded cases of lipoidosis involving bones, joints, and 
muscles. A Gentile of 20 developed symmetrical pain, 
swelling, and fixation of fingers and wrists. Larger 
joints were affected later. Subcutaneous nodules 
appeared on scalp and face, and around joints and on 
the back; all the larger ones were symmetrical. Blood 
cholesterol was not raised. Histologically the nodules 
appeared to be typical xanthomata, but foam cells were 
negative to fat, mucin, and glycogen tests. Loosening 
of all teeth occurred; heat caused the appearance of 
fresh skin nodules; there were vitamin-C retention and 
hyperkeratosis of thighs. Massive growth of the axillary 
nodule was followed by ulceration; severe muscular 
weakness was present but no anaemia. The patient 
died after 3 years. 

Post-mortem examination showed xanthomatous 
erosion of bone in relation to the swollen joints; the 
axillary tumour was sarcomatous and necrotic, but there 
were no metastases. Muscles (skeletal only) were pale 
and swollen, with lipoid degeneration of fibres and 
presence of xanthoma cells within the fibres. A positive 
reaction for neutral fat was given by some of the droplets 
and some xanthoma cells—the only mesenchymal tissue 
in which a sudanophil reaction was obtained. The 
reticulo-endothelial system was virtually unaffected, but 
the femur marrow showed gelatinous degeneration. 
The endocrines were normal. A. C. Lendrum 


270. Treatment of Chronic Rheumatism with Organic 
Salts of Copper. (Le traitement des rhumatismes 
chroniques par les sels organiques de cuivre) 

J. Forestier and A. CERTONCINY. Presse Médicale 
[Presse méd.] 54, 884-885, Dec. 28, 1946. 2 refs. 


The authors have conducted therapeutic tests at Aix- 
les-Bains with organic copper compounds in chronic 
rheumatic diseases since 1942, following previous Ger- 
man observations. In their first series of 44 cases, 
published in 1944, there was a very favourable response 
in 20% and moderate improvement only in 35%. The 
dose of copper in this series varied from 0-01 to 0-10 g., 
and the total quantity in one course from 0-6 to 1°5 g. 
The percentage of successful results has increased with 
the higher doses used in the second series of 50 cases, 
now reported. Usually 0-25 g. has been given twice 
weekly, and the total quantity in one course has been 
2-5, 3, 4, or even 5 g. An interval of 1 month has been 


allowed between the first and second courses, and of 2 
to 3 months between subsequent courses. 

The preparation used (not yet on the market) is the 
sodium salt of cupro-allyl-thiourea-benzoate. It con. 
tains 19% of copper. It is a brownish-yellow crystalline 
powder readily soluble in water. Intramuscular injec- 
tion of an aqueous solution causes a very painful reaction 
lasting some 8 to 10 hours. This is only delayed by using 
a suspension in oil with addition of a local analgesic, 
Intravenous injections were therefore given with a dilute 
solution (0-25 g. copper in 10 ml.). Elimination, princi. 
pally by the intestine, is slow, and is prolonged after 
cessation of injections. In man, tolerance is far greater 
than for gold salts. 

Cases treated were mainly of chronic infective poly- 
arthritis (polyarthrites chroniques a type inflammatoire), 
36 being studied in this group. Of 13 cases of less than 
1 year’s duration, 12 responded well; in 5 the response 
is described as excellent. Of the remaining 23 cases, of 
more than 1 year’s duration, the’ response in 1 js 
reported as excellent, in 8 as good, in 9 as moderate, and 
in 5 as nil. . 

Attention is directed to the use of this copper compound 
in a syndrome of chronic polyarticular hydrarthrosis, 
which the authors consider to be a distinct entity; multiple 
joint effusions occur without synovial thickening and with 
little pain or disability, but have proved very refractory 
hitherto to all therapeutic methods. Effusion completely 
disappeared in 3 out of 5 cases. No toxic reactions 
occurred, such as those which may supervene in gold 
therapy. Kenneth Stone 


271. Suppurative Myositis in an Uncommon Site 
R. S. Woops. Clinical Journal [Clin. J.] 76, 22-23, 
Jan.—Feb., 1947. 


Two cases of tropical pyomyositis are described from 
Madagascar—1I in an African askari, the other in a 
European. In both cases the rectus abdominis muscle 
was involved—a site which the author considers very 
unusual. No bacteriological investigations were carried 
out. Inthe European the muscle lesion arose in hospital, 
to which the patient had been admitted suffering from 
boils. 

[In West Africa, where during the war some hundreds 
of cases of pyomyositis were seen among African soldiers, 
the rectus abdominis muscle was occasionally involved. 
The disease was rare in Europeans: among approxi- 
mately 50,000 Europeans at risk there were only two 
instances of tropical pyomyositis.] G. M. Findlay 


272. Albers-Schénberg Disease—A Family Survey 
C. H. Ketty and J.W. Radiology [Radiology] 
47, 507-513, Nov., 1946. 10 figs., 5 refs. 
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973. Penicillin in the Treatment of Tropical Pyomyositis 
K. V. EARLE. Journal of Tropical Medicine and Hygiene 
[J. trop. Med. Hyg.] 49, 111-112, Dec., 1946. 4 refs. 


The successful treatment by penicillin of 2 cases of 
tropical pyomyositis in males in Ecuador is reported. 
The first case came under treatment on the eighth day, 
when marked redness and swelling were present on the 
outer aspect of the left thigh. Penicillin was administered 
in doses of 2,000 units at 2-hourly intervals as follows: 
first and second days, 7 doses; third and fourth days, 
§ doses; fifth day, 4 doses. On the fifth day the muscle 
was incised, and only blood-stained fluid, sterile on culture, 
escaped. The patient improved rapidly and was fit for 
work on the eleventh day. The second case showed a 
similar condition of the right thigh, but penicillin treat- 
ment was begun on the second day of illness, 3,000 units 
being administered 3-hourly until 20,000 units had been 
given. This patient also returned to work on the 
eleventh day. The author points out that penicillin is 
superior to sulphonamide drugs in the treatment of this 
disease because the period of treatment is reduced. 

J.C. Broom 


274. Heberden’s Nodes. VI. The Effect of Nerve 
Injury Upon the Formation of Degenerative Joint Disease 
of the Fingers 

R. M. STECHER and L. J. KARNOSH. American Journal 
of the Medical Sciences |Amer. J. med. Sci.] 213, 181-191, 
Feb., 1947. 7 figs., 10 refs. 


Heberden’s nodes occur as enlargements of the terminal 
interphalangeal joints of the fingers in degenerative joint 
disease. The present article is an examination of the 
relationship between the development and persistence of 
these nodes in nerve injury or disease of peripheral type. 
The present study comprises 12 cases in which peripheral 
nerve injury, infantile paralysis, or cerebral vascular 
paralysis prevented the development of Heberden’s 
nodes in affected fingers and invariably caused osteo- 
porosis. It is also revealed that paralysis due to cerebral 
vascular disease causes an apparent regression of Heber- 
den’s nodes owing to shrinkage of soft tissues without 
alteration in the contour of the bones. 

G. F. Walker 
275. Eosinophilic Granuloma of Bone. Report of a 
Case with Preoperative Roentgen Diagnosis 
P. Ritey. Radiology [Radiology] 47, 514-516, Nov., 
1946. 3 figs., 4 refs. 


276. Fibromyositis. Including Its Industrial Implica- 
tions and with Special Reference to Referred Pain. 

F. W. SLose. Occupational Medicine [Occup. Med.] 2, 
329-349, Oct., 1946. 17 refs. 


The author points out the difficulty of nomenclature 
and of classification of the ailments of fibrositic or 
myositic type. He thinks that their incidence in industry 
is higher, in all probability, when they are related to 
continued exertion or strains. The usual aetiological 
factors are discussed—cold, malnutrition, anaemia, and 
others—and, in industry, he stresses the aetiological 
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importance of postural defects. Repeated over-action 
of any part predisposes to the development of symptoms, 
and the pathological changes seen in muscles which 
produce areas of tenderness and nodulation may be 
secondary to local irritation, spasm, and ischaemia. 
In analysing these disorders in industry it is important to 
inquire carefully into the nature of the patient’s work, but 
the possibility of a domestic strain. of exposure to a 
draught after sweating, and other common factors must 
not be forgotten. Discussing the referred pain originat- 
ing in the foci of irritability constituted by the nodules 
in muscle, the author suggests that the spinal cord receives 
from these a stream of afferent stimuli which causes a 
local increase in its irritability. In this way he explains 
the existence of areas of tightness, numbness, and spasm 
seen in this disease. Dorso-lumbar fibrositis may cause 
referred pain leading to mistaken diagnoses of 
appendicitis, hernia, renal colic, or pelvic disease. In 
obscure pain, soreness, or numbness of the arm, forearm, 
and hand, the discovery of local tenderness in some 
muscle of the shoulder girdle suggests the diagnosis of 
fibromyositis. Involvement of the muscles just below 
the base of the skull may cause much tenderness and 
hyperaesthesia of the entire scalp on that side, with 
persistent headache. The cutaneous innervation of the 
anterior part of the scalp is from the fifth cranial nerve, 
whereas the posterior part has a spinal cord innervation. 
The type of headache described should not be mistaken 
for one due to a true neuralgia of the great occipital 
nerve. 

In conclusion the author mentions the medico-legal 
importance of a complete history in cases of strain which 
may lead to later complications of myositic and fibrositic 
type. He considers that local analgesics have a definite, 
though unpredictable, value. Considerable relief has 
sometimes been noted from local chilling by ethyl 
chloride, repeated every few days. To prevent frostbite 
slight greasing of the areas to be treated is necessary. 

G. C. Pether 


277. Personal Experience with the Use of Prostigmine 
in Rheumatoid Arthritis. (Experiéncia Pessoal com o 
uso da Prostigimine na Artrite Rheumatdide) 

M. Luccuest and O. Luccuest. Hospital [Hospital, Rio 
de J.) 30, 113-120, Dec., 1946. 3 refs. 


Kabat and Knapp in 1943 (J. Amer. med. Ass., 122, 
989) reported improvement in cases of poliomyelitis 
treated with prostigmine, and Trommer and Cohen in 
1944 (/bid., 18, 1237) discussed its value in the treatment 
of muscle spasm in rheumatoid arthritis and associated 
conditions. The authors of this article review these 
investigations in detail and report the results of treating 
21 of their own cases of rheumatoid arthritis and 
spondylitis in various stages of development. They used 
the same course of injections as the earlier investigators, 
giving prostigmine subcutaneously in doses of 2 ml. of 
a 1: 2,000 solution containing 1 mg. of the drug. 
Injections were given daily in some cases and on alternate 
days or every 3 or 4 days in others. No ill effects were 
observed from the action of prostigmine on the para- 
sympathetic, and the simultaneous injection of atropine, 
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which had at first been administered as a precaution, was 
abandoned. The treatment was additional to various 
routine methods already instituted in the cases under 
review, but no analgesics were allowed during the course. 
Of 9 early patients 7 reported immediate relief of pain, 
which lasted from a few hours to 48 hours, and some 
benefit was seen in a total of 13 cases but in all these 
patients the results were very variable, inconstant, and 
temporary. The sedimentation rate was unaffected by 
treatment and no objective improvement was noted 
either in general health or in the joints. In 5 cases pain 
was aggravated by prostigmine. The authors were thus 
unable to confirm the previous reports, and they draw 
attention to the recently established fact that prostigmine 
is not an antispasmodic but actually produces spasm. 
J.J. Keevil 


278. Rheumatoid Arthritis. The Diagnostic Significance 
of Focal Cellular Accumulations in the Skeletal Muscles 
G. K. DeForest, H. BUNTING, and W. E. KENNEY. 
American Journal of Medicine [Amer. J. Med.} 2, 40-44, 
Jan., 1947. 4 figs., 7 refs. 


Systemic lesions have been reported in the muscles and 
around the nerves of patients with rheumatoid arthritis. 
The lesions consist of focal collections of lymphocytes, 
plasma cells, endothelioid cells, and eosinophil cells, 
and are seen either in the perimysium or in the endo- 
mysium. In addition, changes in the muscle cells 
themselves have been noted. In an attempt to confirm 
the findings of previous workers, and also to ascertain 
the specificity of these histological changes and their 
value as an aid to diagnosis in doubtful cases of rheu- 
matoid arthritis, the authors, working in the Yale 
University School of Medicine, have examined histo- 
logical material obtained at biopsy or necropsy from cases 
of arthritis and from controls. 

Biopsy material was taken from the deltoid or gastro- 
cnemius muscle of 31 patients and 23 cadavers. These 
were grouped as follows: 16 with rheumatoid arthritis, 
4 with “ non-specific infectious arthritis ’’ [an arbitrary 
division], 4 with osteo-arthritis, 1 with gonococcal 
arthritis, 5 with rheumatic fever, 6 undiagnosed, and 17 
controls. [One case seems to have been excluded.] 
Focal cellular accumulations, either in the perimysium 
or in the endomysium, with or without muscle-cell 
changes, were seen in 13 of the 16 cases of rheumatoid 
arthritis. The 3 cases in which these changes were 
absent were not proven examples of rheumatoid arthritis. 
Of the cases of “* non-specific infectious arthritis ’’, 2 out 
of 4 showed histological changes as above. In none of 
the other cases or controls were muscle foci seen, except 
in 1 patient with osteo-arthritis who had had a possible 
attack of rheumatoid arthritis 20 years previously. 
Changes were seen, however, in the muscle cells alone, 
in biopsy material from 1 case of rheumatic fever and 
in 6 necropsy controls. These changes were not associ- 
ated with focal cellular accumulations in the muscles, 
either locally or remotely. Of the 6 cases presenting 
diagnostic difficulties, 1 showed focal accumulations in 
the muscles and subsequently progressed to a typical 
rheumatoid arthritis. 


[This article confirms previous work, with the exception 
that histologica! changes were not noted in the vesse| 
wall and adventitia; so far as it goes it suggests that 
the changes are specific for rheumatoid arthritis, 
However, further work is needed before muscle biopsy 
can be used with confidence in differential diagnosis, 

D. P. Nicholson 


279. Amyoplasia Congenita 
J. R. Girtmour. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 675-685, Oct., 1946. 4 figs., 23 refs, 


Amyoplasia congenita is Sheldon’s name for the rare 

condition first described by Rocher as “ multiple con. 
genital articular rigidities’. The disease is recognizable 
at birth by aplasia of muscles, deformities, and rigid 
joints. The condition is usually generalized except in 
the head muscles, but it may be limited to one or more 
joints. The affected parts of limbs are thin from lack 
of muscle, and the joints cannot be fully extended without 
rupturing either skin or articular capsule. The aplastic 
muscles react weakly, if at all, to electrical stimulation, 
but the reaction of degeneration has not been observed. 
Congenital dislocation of the hips is common but 
abnormalities in tissues other than voluntary muscle are 
rare. An hereditary or familial incidence has not been 
recorded. Males are affected about twice as often as 
females. The expectation of life does not seem to be 
reduced but no case has been observed in an adult. 
' The author made a detailed study of the condition 
in a stillborn female foetus spontaneously delivered in 
the thirtieth week of pregnancy. The muscles were 
examined in almost all regions except the hands, face, 
and feet, and were everywhere reduced to between one- 
sixth and one-third of their normal size. Some muscles 
seemed to be absent. The smallness of the muscies 
was due chiefly to a deficiency in the number of fibres. 
Some fibres were of very small diameter, others were 
greatly hypertrophied, and most showed various histo- 
logical abnormalities which are described in detail. The 
neuromuscular spindles appeared normal but the motor 
end-plates did not stain in either this or a normal foetus 
used as a control, probably because of post-mortem 
degeneration. The ganglion cells of the anterior horns 
were reduced in number in the thoracic spinal cord, and 
in size in the cervical cord. No other nervous 
abnormalities were found. 

The author considers that the condition is probably 
due to “‘ deficiency or degeneration of motor end-plates 
during the early development of voluntary muscle”. 
In such a condition muscle would be formed normally 
but would rapidly degenerate, and degeneration, atrophy, 
or loss of the anterior horn ganglion cells would follow. 
The rigidities are due simply to a deficiency of skin or 
articular capsule on the flexor aspects of the joints, 
following the inability of the foetus to extend these joints 
during early development. The author compares 
amyotonia congenita with the more common progressive 
muscular dystrophies and concludes that probably all 
these diseases have a common aetiology. 

Martin Hynes 
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230. Purulent Meningitis following Intrathecal Injec- 
tion of Penicillin. (Purulent Meningitis efter Penicillin 
Intraspinalt) 

p, W. BrAgstRUP. Ugeskrift for Leger (Ugeskr. Leg.] 
108, 1136-1137, Oct. 10, 1946. 


To 2 infants with acute otitis media, possibly compli- 
cated by meningitis, 5,000 Oxford units of penicillin in 
5 ml. of saline were administered intrathecally. Examina- 
tion of the cerebrospinal fluid withdrawn at the time of 
injection showed a normal cell count in 1 case and an 
insignificant pleocytosis in the other, but 24 hours later 
the cell count had risen above 4,000 per c.mm., most of the 
cells being polynuclear leucocytes; the count slowly fell, 
but had not reached a normal level in 3 days. Cultures 
of the cerebrospinal fluid and of the penicillin yielded 
no growth. A similar response was noted in 2 other 
children aged 24 months and 24 years. The author 
concludes that intrathecal penicillin should be ad- 
ministered only when purulent meningitis has been 
proved to exist. 

{Such reactions are usually due to impurities present 
in the penicillin; if pure or nearly pure (1,600 units per 
mg.) penicillin can be used the pleocytosis is negligible.] 

G. Discombe 


281. Meningitis due to Escherichia coli. Streptomy- 
cin Therapy 

W. P. SwHrecps. Journal of the American Medical 
Association [J. Amer. med. Ass.] 132, 514-515, Nov. 2, 
1946. 


The patient was a boy aged 5 weeks. The symptoms 
were fever, rolling of the eyes, tremors of the limbs, and 
generalized convulsions of short duration. There were 
no muscular paralyses. Cultures of the blood and spinal 
fluid exhibited a pure growth of Bacterium coli. Treat- 
ment was as follows. On admission 10,000 units of 
penicillin were given into the cisterna basalis, and 20 ml. 
of 5% sulphadiazine was injected intravenously, followed 
by a slow intravenous drip of 150 ml. of isotonic sodium 
chloride. Sulphadiazine was then given orally in doses 
of0-25 g.every6hours. Onthe third day after admission, 
because Bact. coli had now been demonstrated in the 
spinal fluid and blood, streptomycin treatment was begun 
and sulphadiazine treatment discontinued; 30,000 units 
were given into the cisterna basalis and 30,000 units 
injected intramuscularly every 3 hours. This course of 
treatment was continued for 10 days, and, in all, 2,630,000 
units of streptomycin intramuscularly and 300,000 units 
intrathecally were injected. There were no untoward 
reactions. Citrated blood (75 to 100 ml.) was given on 
the second, fourth, and seventh days. The weight of the 
patient on admission was 9 Ib. 2 oz. (4,139 g.), and on 
discharge 9 Ib. 9 oz. (4,337°5 g.). Subsequent examina- 
tion showed that recovery was complete. D.G. Davey 


282. Experimental Arteriosclerosis in the Nervous 
System 

R. ALTscHUL. Journal of Neuropathology and Experi- 
mental Neurology {J. Neuropath.] 5, 333-341, Oct., 1946. 
5 figs., 13 refs. 


Experimental cholesterol arteriosclerosis in rabbits, 
caused by a diet of milk, yolk powder, and yolk cake, 
supplemented by pure cholesterol in some cases, showed 
an involvement of the nervous system. Foam cells were 
found in the vesicular tissue of the choroid plexus in all 
cases, and in the capillaries of the suprachiasmatic region 
in 5 out of 17 animals. In 4 cases the ependymal lining 
of the third ventricle was distorted or dissociated. The 
leptomeninx, too, showed occasionally foam cell aggrega- 
tion, the source of which could not definitely be deter- 
mined. In peripheral nerves, foam cells were found 
between the nerve fibres. The problem of their origin is 
discussed. In 2 other cases axons had become swollen, 
fragmented and strongly basophilic. No explanation 
is given for this alteration. It is believed that an 
endotheliopathy is the primary lesion in experi- 
mental arteriosclerosis. The pathological changes in 
experimental cholesterol arteriosclerosis of the central 
nervous system seem related to the haemato-encephalic 
and haemato-cerebrospinal fluid barrier.—[Author’s 
summary.] 


283. Narcolepsy. (Sulla narcolessia. Narcolessia bio- 
patica e cerebropatica—narcolessia ed isterismo narcoles- 
sia e sindrome diencefalo-ipofisaria) 

G. FASANARO. Acta Neurologica {Acta neurol., Napoli] 
1, 229-252, July—Aug., 1946. 31 refs. 


The author draws attention to clinical syndromes 
first described by Gelignau in 1880 and termed “ narco- 
lepsy”. A certain amount of confusion has been 
caused by subsequent writers in the already vast literature 
by their application of the term to disturbances of sleep 
essentially different from narcolepsy, thus creating 
uncertainty as to the true pathology of the affection. 
The author’s conclusions are drawn from clinical 
observations. 

Narcolepsy occurs in crises, of which three are generally 
recognized, namely crises of sleep, cataplectic crises, 
and narcoleptic equivalents. Each of these crises may 
appear alone, or may alternate in the same subject. 
The crises of sleep are most frequently met with, while 
those which the author calls narcoleptic equivalents are 
the rarest. The attacks are ushered in by malaise, a 
sensation of oppression in the head, and sometimes 
tinnitus, thus reminding one of the aura in epilepsy. 
The patient is then overtaken by an overwhelming desire 
to sleep, into which he lapses without the opportunity of 
placing himself in a more comfortable position. This 
has all the characteristics of physiological sleep, and the 
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patient often wakes with a sensation of having had a 
beneficial rest; occasionally, however, there are residual 
light-headedness and headache. The sleep may last 
from a few minutes to several hours, and its onset is 
favoured by conditions conducive to natural sleep. 
Narcoleptic attacks differ from other forms of patho- 
logical sleep in that they occur in crises and are of limited 
duration. 

In the crises of cataplexy the subject is overcome by a 
sudden muscular hypotonia during which he sinks to the 
floor. There is no loss of consciousness, and these attacks 
are commonly precipitated by emotional manifestations 
such as laughter. Their duration is shorter than that of 
sleeping crises; they rarely last for more than half an 
hour, and recovery is gradual but relatively rapid. 
Occasionally the muscular hypotonia is limited to certain 
muscle groups alone. Narcoleptic equivalents consist of 
loss of consciousness which has hardly been replaced by 
physiological sleep when it is followed by a state of 
exhaustion, and by various hallucinations of the essential 
falsity of which the subject is afterwards fully aware. 
These attacks are rare. 

Aetiologically the author likens narcolepsy to epilepsy. 
There is an idiopathic form and also a symptomatic 
or organic variety. Inthe former no abnormal pathology 
is found in the central nervous system, while in the latter 
such conditions as encephalitis, cerebral tumour, trauma, 
and syphilis are the causative agents. The author 
proposes to re-classify cases under the headings of 
“biopathic”’ and “cerebropathic’’. The biopathic 
type is that associated with disturbances in the normal 
biochemistry, while cerebropathic narcolepsy is that 
caused by demonstrable intracranial lesions. Among the 
conditions associated with abnormal biochemistry and 
with narcoleptic attacks he cites the following: pituitary 
dysfunction such as acromegaly or Fréhlich’s syndrome, 
thyrotoxicosis and hypothyroidism, diabetes, suprarenal 
insufficiency, and in certain cases defective hepatic 
function. There are also some cases of a “ vagus 
hypotonicity *. Further investigations into the bio- 
chemistry of narcolepsy have revealed that both hyper- 
and hypo-glycaemia occur in the attacks, and by inducing 
the latter experimentally a typical attack was precipitated 
in one case. Blood calcium, urea, potassium, and 
cholesterol levels showed no conclusive changes. The 
basal metabolic rate and the acid-base equilibrium 
showed no alteration during these attacks. 

Predisposition, which is not hereditary, may play a 
part, as narcolepsy supervenes in cases with diencephalo- 
mesencephalic lesions in the region of the sleep centres. 
In this condition, too, some irritative mechanism is 
involved. From the author’s observations, inflammatory 
lesions cause narcolepsy more often than do neoplastic 
ones; it seems probable that small inflammatory foci in 
the diencephalic region interrupting the association fibres 
cause narcoleptic attacks, while tumours are more often 
responsible for increased somnolence. 

Three factors are involved in the production of narco- 
lepsy: the one which prepares the attack, probably 
biochemical in origin; the predisposing factor or intra- 
cranial lesion; and the factor which “ releases” or 
excites the attack, such as an emotional manifestation. 


Two cases of narcolepsy which exemplify his theories are 
described. In the first case the subject presented, in 
addition to narcoleptic attacks, a typical hysterical 
personality. The second case showed a diencephalic 
syndrome with narcoleptic attacks and cataplexy, 
Finally, the author mentions an acute febrile illness with 
articular rheumatism and a purpuric eruption, followed 
by narcolepsy with continuous hypersomnolence, 
arachnoiditis in the region of the optic chiasma, and 
acromegaly. H. Jaslowitz 


284. Glycocyamine Elimination in Patients with 
Myasthenia Gravis 

C. Torpa and H. G. Woxrr. Journal of Laboratory and 
Clinical Medicine [J. Lab. clin. Med.) 31, 1174-1178, 
Nov., 1946. 15 refs. 


Certain amino-acids have been shown to improve 
muscle function in patients with myasthenia gravis. 
Many of these amino-acids form glycocyamine, which 
may be turned into creatine. Glycocyamine is con- 
tinuously eliminated in the urine. Disturbances of this 
elimination in patients with myasthenia gravis might 
indicate failure of the organism to complete these changes, 
Glycocyamine elimination in the urine of 12 patients 
with myasthenia gravis and of 19 controls was compared. 
No difference was found in 24-hour outputs. Glycine 
was then given to both groups. The elimination of 
glycocyamine was raised in patients and controls, but 
the degree of rise was the same in both. The method of 
estimating the glycocyamine content of urine is given in 
detail. Glycocyamine was also found to have no effect 
on the synthesis of acetylcholine in vitro. 

Alan Kekwick 


285. Clinical and Experimental Chronaxia Studies. 
(Klinische und experimentelle Chronaxiestudien) 

E. BLuM. Schweizer Archiv fiir Neurologie und Psychia- 
trie [Schweiz. Arch. Neurol. Psychiat.] 58, 201-272, 
1947. 34 figs., 83 refs. 


286. Neurological Conditions Resulting from Prolonged 
and Severe Dietary Restriction. (Case Reports in 
Prisoners-of-War, and General Review) 
D. DENNY-BRowNn. Medicine [Medicine, Baltimore] 26, 
41-113, Feb., 1947. 12 figs., 288 refs. 


287. Ophthalmological Examination in Cases of 
Cerebral Tumour. (Opmerkingen over het oogonder- 
zoek bij hersengezwellen) 

J. DE BusscHER and J. KLuyskens. Belgisch Tijdschrift 
voor Geneeskunde [Belg. Tijdschr. Geneesk.] 3, 49-72, 
Jan., 1947. 9 figs., 31 refs. 


287a. Dystrophia Myotonica as a Generalised Disease. 
[In English] 

O. Maas and A. S. Paterson. Monatsschrift fiir 
Psychiatrie und Neurologie [Mschr. Psychiat. Neurol.] 
113, 79-99, 1947. Bibliography. 
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288. Paranoia and Paranoiac Reaction Types. (A 
Summary of Eight Case Histories) 

H. Rosen and H. E. Ktene. Diseases of the Nervous 
System (Dis. nerv. System] 7, 330-337, Nov., 1946. 


19 refs. 


The authors accept Kraepelin’s definition of paranoia 
asa“ chronic and insidiously developing psychotic state, 
with an exceedingly poor prognosis, endogenous in 
origin, without hallucinations, but with the retention of 
clear and logical thought and action and with all facets 
of the personality completely intact except for the 
presence of a persistent enduring and unshakable, 
logically reasoned and closely knit delusional system ”’. 
They agree that it is a comparatively rare disease and 
diagnosed only 8 cases out of 14,000 admissions to the 
US. neuropsychiatric hospital for the European Theatre. 
As these were mild and early cases it was hoped that 
intensive study would throw light on aetiological and 
personality factors underlying the psychosis. Five of 
the patients were nurses, | was a medical officer, and 2 were 
line officers. All showed systematized and logically 
presented delusions of reference insusceptible to reason, 
with retrospective falsification of memory and selection 
of environmental evidence in an attempt to involve more 
and more individuals in the conspiracy against them. 
Delusional systems appeared in an exceedingly early 
stage of development. All were highly intelligent but 
presented the typical pattern—of sulky, disagreeable, 
arrogant, self-important, and suspicious individuals, who 
long to dominate, blame others freely, quickly sense 
insult, and believe that others wish them injury, consider- 
ing themselves to be victims of persecution. They also 
showed obsessional compulsive traits, which dated from 
childhood, when temper tantrums and compulsive 
behaviour made it difficult for them to play normally 
with others. As adults they were supportable only if 
they got their own way, and all adopted a “* God- 
Almighty ”’ attitude. 

Only 1 case showed the least sign of hereditary taint. 
There was no consistency of bodily conformation. 
Although males are supposed to predominate, in this 
series females predominated, but this was perhaps 
because “* difficult °’ women would be more likely to be 
dealt with medically than by disciplinary action. The 
onset seemed to be in the fourth decade, since the older 
patients had been psychotic for some time and there 
seemed to be no connexion between onset and the 
menopause. There was no indication of physical ill- 
health, whether traumatic, infective, or endocrinological. 

Probably the alteration in the patient’s environment, 
when he or she was put into authority, precipitated the 
psychosis. Underlying inferiority feelings were doubt- 
less important and could be found in all cases. Similarly 
weakness and maladjustment in the sexual field were 
definitely discoverable in spite of the apparent coquettish- 
ness of 1 patient. There was no convincing evidence 
of suppressed homosexuality, though this could not be 
excluded. There was no constipation—a symptom 
considered by psychoanalysts to be symbolic of anal- 


~ pressure produced or increased headache. 


‘sadistic personalities. All that can be concluded is 


that in these individuals, who for some reason or other 
were so predisposed, the trauma of experience of life 
began the insidious advance of paranoiac thinking which 
leads to the personality distortion of paranoia. 

R. G. Gordon 


289. Studies on Headache: Mechanisms of Chronic 
Post-traumatic Headache 

D. J. Simons and H. G. Psychosomatic Medicine 
[Psychosom. Med.] 8, 227-242, July—Aug., 1946. 9 figs., 
36 refs. 


The authors studied 63 patients with persistent post- 
traumatic headache. There were three types. (1) All 
63 had a steady pressure sensation or ache in the cap 
area or in a circumscribed area apart from the site of 
injury, usually associated with deep tenderness. Head- 
ache could often be reproduced by pressure on the tender 
areas. Attacks lasted for a few hours to 10 days. All 
patients were emotionally disturbed. (2) Fifteen also 
had aching and superficial tenderness at the site of impact 
or in a scar. (3) Four others also had unilateral 
headaches. 

Muscle potentials were registered with a two-channel 
ink-writing oscillograph of the Grass type from electrodes 
applied bilaterally to the scalp over the frontal and into 
the temporal and cervical muscles. Potentials from right 
and left sides were registered simultaneously for com- 
parison. Of myograms of 37 patients during Type 1 
headaches, 28 showed activity in head or neck muscles, 
and it is probable that more would have done so if the 
electrodes had chanced upon the right spot. In 16 of 
these there was gross overactivity; in 12 minimal but 
abnormal activity. In 17 of the 28, muscle activity was 
greatest at the site of the head sensation; in 4 others 
activity was recorded in the neck although headache was 
anterior. In 24 examined while headache-free two- 
thirds showed no muscle contractions. 

In Type 1, injection of 5 to 10 ml. of 0-5 to 1% procaine 
hydrochloride into zones of deep tenderness in 44 cases 
stopped existing headaches and their reproduction by 
deep pressure. Electromyograms in 2 cases showed 
elimination of the previously exaggerated potentials. In 
all Type 1 headaches tested, passive and active head 
movements both increased and decreased the headache 
(the appropriate movements varying) with corresponding . 
changes in the electromyograms. Therefore most, if 
not all, of the Type 1 headaches arise in sustained con- 
traction of extracranial skeletal muscle. The electro- 
myographic and procaine findings do not themselves 
prove whether the pain arises reflexly from inside or 
outside the head or as part of a sustained postural 
contraction in an emotional state. In Type 2, local 
In 1 case 
local injection of 2:5 ml. of isotonic saline intracutaneously 
and subcutaneously at the site of tenderness increased 
the pain. Procaine injection into the local sites eliminated 
the headache and tenderness but not the concomitant 
Type 1 headache. Type 2 headaches and local tenderness 
are the result of traumatic myositis, fibrositis, or 
periostitis—probably associated with local nerve defect 
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and abnormal healing. Type 3 headaches resembled 
migraine in their symptomatology and in the local 
vascular changes. Infrequent similar headaches had 
occurred before the injury. Digital compression of the 
ipsilateral common carotid diminished the pain. Type 
3 headache was repeatedly eliminated by 0-5 mg. of 
ergotamine tartrate intramuscularly in all 4 patients. 
Type 3 headaches appear to be due to painful distension 
of the cranial arteries, but not necessarily to any direct 
damage to the cranial vasculature. 

Six patients with post-traumatic headache complained 
of photophobia and of bright flashes of light with sudden 
exacerbations of headache. The symptoms could be 
induced by deep painful pressure on the soft structures 
of the occiput and neck, and by sudden painful movements 
of the head and neck. These effects could not be induced 
after procaine injection, and may be due to spread of 
excitation within the cerebral cortex from noxious 
stimuli arising in skeletal muscle about the head. Like- 
wise vertigo, listing, pallor, sweating, nausea, and changes 
in pulse rate accompanying post-traumatic headache, and 
induced by sudden movements of the head, may be due 
to spread of excitation within the brain stem from simjar 
stimuli. Evidence of brain damage—such as motor or 
sensory disturbances, defects in mentation, and abnormal 
pneumo- and electro-encephalograms—or evidence at 
operation does not prove that associated headache is due 
to brain injury. Thirty-three—perhaps more—of the 
63 had sustained definite cerebral or meningeal damage 
at the time of injury 2 months to 14 years before, while 
12 others were not eVen unconscious. Two-thirds of the 
patients had some degree of intellectual impairment. 
However, almost three-quarters had anxiety feelings, 
concomitant bodily disturbances, and hypochondriasis 
as Outstanding features. About four-fifths were psycho- 
neurotic before the injury. Emotional causes preceded, 
and emotional symptoms accompanied, headaches of 
Types 1 and 3. and apparently also of Type 2. One-half 
(of the 37 asked) had a parent with headache, and one- 
third had a family history of neurosis or psychosis. 

Persistent headache is uncommon after brain 
operations, spontaneous subarachnoid haemorrhage, and 
meningococcal meningitis. It may be associated with 
traumatic subdural and subarachnoid haemorrhages in 
a few cases. Otherwise the final conclusions are that 
most chronic post-traumatic headaches result from 
sustained contraction of the skeletal muscle of the head 
and neck associated with sustained emotional dis- 
turbances. They are sometimes augmented by noxious 
stimuli from abnormal healing and scar formation in the 
extracranial soft tissues. Often the amount of muscle 
contraction is minimal, but it forms the basis of complaint 
because it is sustained and because there is abnormal 
preoccupation with the head. 

Post-traumatic headaches closely resemble, in basic 
physio-pathological mechanisms and symptomatology, 
other headaches which accompany and follow stress 
and untoward life situations but which are unrelated 
to head trauma. The psychodynamics of post-traumatic 
headache are described in a collective account of patients’ 
emotional reactions to the injury and to its implications 
for them. Possible threats to the integrity of the 


head suggested danger to security in our society. The 
consequent emotional reactions led to changes in skeletal 
muscles and blood vessels that resulted in headache. 
The headache in turn roused fresh anxiety. 

Appendix B deals sensibly with the prevention and the 
management of post-traumatic headache. Routine 
injections of procaine hydrochloride are not favoured. 
If the headache has lasted more than 6 months procaine 
is not likely to eliminate it. There is a danger of braip- 
stem injury if the injection is made near the foramen 
magnum or atlas. 

[The authors do not point out clearly that intellectual 
impairment—present in two-thirds of their cases—may 
lead to real inability to cope with life, thence directly to 
anxiety, and then in turn to the changes they describe.] 

Harry Stalker 


290. Changes in the Electroencephalogram and in the 
Excretion of 17-Ketosteroids accompanying Electro-Shock 
Therapy of Agitated Depression 

H. HOAGLAND, W. MALAMuD, I. C. KAUFMAN, and G. 
Pincus. Psychosomatic Medicine [Psychosom. Med.) 8, 
246-251, July-Aug., 1946. 2 figs., 10 refs. 


Thirteen women patients, all showing primarily agitated 
depression, were studied. Eleven had _ involutional 
psychoses (7 melancholia, 2 paranoia, and 2 other 
types); 2 had undiagnosed psychoses with agitated 
depression, anxiety, and guilt. Ages ranged from 29 to 
53, with most in the middle forties. Electric convulsion 
therapy was given to all 13 twice weekly in courses of 
8 to 15 treatments; 4 patients had two courses and 1 had 
three. All showed improvement at first, but 4, all with 
atypical involutional melancholia, did not maintain 
improvement. Electroencephalograms were made twice 
a week in all 13 with a three-channel Grass machine 
before, during, and usually for some weeks after electric 
convulsion therapy. Noelectroencephalogram was taken 
within 24 hours of an electric convulsion treatment. 
Ultimately only bipolar (push-pull) occipital records were 
analysed, as they are most free from muscle action- 
potentials and other artefacts. The electroencephalo- 
grams were analysed by a modified method described by 
Brazier and Finesinger (J. clin. Invest., 1944, 23, 303)— 
by analysing the percentage of time occupied by waves 
of each frequency in single cycles up to 14 cycles per 
second and plotting the percentage of the time each 
frequency is present against the frequency itself. Any 
group of two or more of regular waves, regardless of 
amplitude, above 13 cycles per second was plotted on 
the frequency chart as contributing to the “ percent 
time >13 per second ’’, and time occupied by inactivity 
of the record or by single random waves were plotted as 
“percent time random activity”. The sample thus 
analysed in each case corresponded to 100 seconds of 
recording. From their overall frequency plots the 
authors could see what changes occurred in a patient’s 
specific frequencies as a result of therapy. 

Previous work (Freeman, Pincus, and Glover, Endo- 
crinology, 1944, 35, 215) showed that the 24-hour output 
of 17-ketosteroids may be the same in normal and in 
psychotic persons. In the normal, however, night rate 
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(bedtime to rising) in mg. per hour increases 60% in the 


_ morning (rising to lunch-time) and then declines. In 


choses the morning increase is absent. Hence the ratio 
night rate: morning rate is approximately 1-00 instead 
of 1:60 as in most normal persons. Psychiatric ratings 
were made three or more time a week by psychiatrists who 
did not then know the electroencephalographic trends. 
The method used was that describea by Malamud, 
Hoagland, and Kaufman (Psychosom. Med., 1946, 8, 
243). A numerical scale, ranging from zero for healthy 
persons to 40 as a maximum abnormal figure, was based 
on an assessment of the severity of mental disturbance 
capable of being equally recorded by different observers. 
A marked slowing of brain-wave frequencies in the 3 
to 12 range occurred after several electric convulsion 
treatments in some patients. There was no correlation 
between these or their disappearance again and the 
efficacy of electric convulsion therapy. However, 
frequencies greater than 13 per second were found to 
vary with the agitated depression. When plotted against 
the figures of the psychiatric ratings the correlations were 
close. The two curves fluctuated together, and clinical 
improvement (fall in psychiatric rating) was accompanied 
by a decline in the fast frequencies. A relapse during or 
after treatment was accompanied by a rise in >13 per 
second waves. Therefore the decrease in fast waves is 
not due to electric convulsion therapy per se but rather 
parallels the psychiatric state itself. Both spontaneous 
relapses and recoveries in 2 patients were accompanied 
by appropriate changes in the fast frequencies. Some 
minor variations and exceptions are recorded. The 
17-ketosteroids were estimated as above in 5 patients 
before treatment—mean ratio, 1-03; in 9 about twice a 
week during treatment—mean ratio, 1:32; and in 9 
about once a week for 4 to 6 weeks after treatment— 
mean ratio, 1:25. In other words, the excretion rhythms 
of 17-ketosteroids are approximated to normal after 
electric convulsion therapy. Harry Stalker 


291. Psychological Aspects of a Conscious Temporary 
Generalized Paralysis 
G. DE M. RUDOLF. 

Sci.] 92, 814-816, Oct., 1946. 


An account is given, based on 17 cases, of a condition 
of generalized immobility with preservation of con- 
sciousness and sense-perception, lasting from a few 
seconds to several minutes. It has been observed in 
printers working at night and in naval personnel on night- 
watch, and among nurses it is said to be known as “ night 
nurse’s paralysis”. Twelve of the cases investigated 
were in nurses. In a typical attack the subject becomes 
aware that he is unable to move from the position in 
which he happens to be. He finds that even eye move- 
ments are impossible, and the limbs may feel stiff and 
tense. In first attacks there may be acute anxiety and 
fear that the paralysis may be permanent, but this does 
not occur in later attacks. A sudden stimulus may 
end the attack. Confusion sometimes follows, the printers 
appearing dazed when pushed away from their machines. 
In 2 cases the need to take urgent action did not abort 
the attack. In all of 11 patients investigated for 


Journal of Mental Science {J. ment. 
1 ref. 


abnormalities of psychological make-up psychopatho- 
logical changes of some kind were found, but there were 
no constant characteristics. The importance of these 
attacks in causing accidents is discussed, as is the 
differential diagnosis from catalepsy. 
[The brief cataleptic state described has much in com- 
mon with Weir Mitchell’s “ nocturnal paralysis”’ or 
Wilson’s “ sleep paralysis ’’, which occurs after awakening. 
The possibility that the attacks are preceded by a brief 
period of sleep requires investigation. It is noteworthy, 
too, that the occupations in which the condition occurs 
involve repetitive or dull work at night requiring ocular 
vigilance and thus make self-hypnosis a possibility.] 
Alex. Kennedy 


292. The Depersonalization Syndrome 

H. J. SHorRvON. Proceedings of the Royal Society of 
Medicine {Proc. R. Soc. Med.| 39, 779-792, Oct., 1946. 
49 refs. 


Sixty-six cases exhibiting depersonalization were 
investigated in the light of existing theories of the causa- 
tion of this syndrome, which has now appeared under its 
present name in psychiatric literature for nearly 50 
years. In addition to the full psychiatric examination, 
including intelligence and personality assessments 
carried out on all the cases, a considerable proportion 
had electroencephalograms, Rorschach tests, and imagery- 
type assessments. Observations were also made on the 
effects of different forms of physical treatment. This 
series of 46 female and 20 male patients is the largest 
which has so far been described as exhibiting this symp- 
tom-complex. From this material it appears that 
depersonalization may appear as a symptom in a wide 
variety of psychiatric disorders. While it was found as a 
symptom in involutional depression, anxiety, and 
hysteria, in a large number of cases in this series de- 
personalization was the most prominent feature, and the 
author suggests that when it occurs as a primary condition 
independent of other illness it should be regarded as a 
separate clinical entity. A number of striking correla- 
tions were to be found: 88% of the patients showed 
marked obsessional traits: 38% suffered or had suffered 
from migraine, while an additional 21% had a family 
history of this condition. Its non-occurrence in children 
and in paranoid states was confirmed. Almost all the 
patients were above average intelligence, and this permit- 
ted a wide variety in description of their sensations. 
Out of 66, 61 had a sudden onset, often with momentary 
attacks which later increased in duration until they 
became continuous. In many cases depersonalization 
seemed to have come on when calm had been attained 
after a period of mental stress. There was a history of 
rheumatic fever in 9 cases, and many had a history of 
recurrent tonsillitis. 

Mayer-Gross (1935) pointed out that patients’ descrip- 
tions of depersonalization can be interpreted to support 
the view that the disturbance in this syndrome occurs in 
any one of a number of psychological fields, and this 
was confirmed by showing that there was an almost 
equal distribution of complaints in the fields of time 
perception, space perception, lack of affect, sensation of 
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bodily change, disturbance of memory, and altered range 
of consciousness. The view that depersonalization is 
related to a disturbance of visual imagery was explored 
by determining the imagery-type of the patients. The 
majority of types were, as in the general population, 
found to be predominantly visual. Two patients, 
however, complained of specific loss of visual imagery, 
but in the others where the external world appeared to 
be unreal, it did so equally in all sense modalities. The 
results of the Rorschach test showed in the main a pattern 
having little in common with organic brain disease, but 
one indicative of anxiety, maladjustment, and psycho- 
neurosis together with a rigid, repressed, and compulsive 
attitude. No specific abnormality was met with in the 
electroencephalogram, but there was a high incidence of 
non-specific mild abnormality. The fact that all the 
cases examined showed abnormal blocking of the alpha 
rhythm to visual stimuli indicated that there was no 
disorder of the resting function of the areas concerned 
with visual perception. 

The effects of a number of physical treatments, in- 
cluding electro-convulsive therapy, continuous narcosis, 
insulin, ether abreaction, and the administration of 
amphetamine, “ epanutin”’ (phenytoin), and nicotinic 
acid are described. In the case of electro-convulsive 
therapy the greater number of patients was made 
definitely worse—a finding consistent with the known fact 
that depersonalization not uncommonly appears for the 
first time after electro-convulsive therapy. On the other 
hand, quite good results were obtained with ether abre- 
action, which was attempted as a means of stimulation 
because many of the patients said that symptoms dis- 
appeared if they had something exacting to do, and re- 
appeared when they relaxed. Four out of 14 patients 
recovered dramatically and remained well, and 7 were 
materially improved. Leucotomy was carried out on 
I severe case, with gradual improvement in the course 
of 9 months. The author makes out a case for consider- 
ing the depersonalization syndrome as a separate con- 
stellation of clinical symptoms exhibited under stress by 
individuals possessing a psycho-physical constitutional 
predisposition to it. Alex. Kennedy 


293. Analysis of Neuroses developing after Combat in 
Four Individuals with Outstanding Combat Records 

S.P. Hunt. Psychosomatic Medicine [Psychosom. Med.} 
8, 258-270, July—Aug., 1946. 1 ref. 


The patients were studied for about 5 hours spread 
over 3 days in an auxiliary hospital ship in the Pacific 
combat area. They were representative of patients 
with severe neurotic reactions apparently related to their 
combat experiences. After detailed psychiatric and 
physical examination, intravenous thiopentone (pento- 
thal) was given; this released-a much fuller and much 
more emotional account of the combat experiences and 
of the emotional problems of the patients’ earlier lives. 
The 4 cases were worked out in detail, and the correla- 
tions between previous personality, life history, and 
emotional attitudes, conscious or unconscious, on the 
one hand, and the combat situation and the resulting 
symptoms on the other, were demonstrated. In each 


case it was shown that the combat neurosis was actually 
the efflorescence of a previous latent state. Psycho- 
pathologically the relationships were almost Specific, 
as shown by the detailed analysis of each case. The 
combat experiences broke down the reaction formations 
of defence against long-standing unconscious anxiety, 
The case records must be read in full to be appreciated, 
Harry Stalker 


294. An Example of Similar Mental Disorder in Identical 
Twins 

H. Patmer. Journal of Mental Science [J. ment. 
92, 817, Oct., 1946. 


A brief account is given of psychological disturbance 
occurring in proven identical twins at the same time and 
having some characteristics in common. In | case the 
illness appeared to be endogenous, and in the other 
reactive to known events. The first patient showed 
apathy, marked unreality feelings, preoccupation with 
distressing thoughts, and distressed perplexity. There 
were no ideas of guilt. He had a history of a breakdown 
3 years previously in which he had been unable to con- 
centrate for 6 months. The second patient had a sudden 
onset of intense depression with feelings of guilt and later 
an intense sense of unreality. He was distressed by 
thoughts of which he could not rid his mind and feared 
he was becoming insane. The family history included 
a depressive mother and two sisters who had _ break- 
downs. Both recovered sufficiently in 6 months to return 
to work, and 6 years afterwards are reported as earning 
their living, though both are attending their doctor 
with multiple hypochondriacal complaints. 

Alex. Kennedy 


295. Toxicity of Quinacrine (Atabrine) for the Central 
Nervous System. III. An Experimental Study on Human 
Subjects 

T. Lipz and R. L. HAHN. Archives of Neurology and 
Psychiatry [Arch. Neurol. Psychiat., Chicago] 56, 284- 
299, Sept., 1946. 4 figs., 5 refs. 


A method is described of detecting and measuring the 
toxic effects of drugs on mental activity by means of the 
Kohs block test, in which the mental age is assessed by 
forming standard patterns with coloured cubes. The 
test was applied to quinacrine (mepacrine), since it was 
believed that the most important toxic effect of this 
compound was on the central nervous system, producing 
a toxic psychosis. Four groups of patients were tested 
and their serum mepacrine levels were determined. 
There were 30 patients in a control group: in the second 
group were 27 who received 2-1 g. of mepacrine in 7 days; 
the third group consisted of 31 patients who received 
4°5 g. in 6 days; and in the fourth group were 10 
patients who received 0:3 g. daily for 12 weeks. 
The serum levels of the second, third, and fourth 
groups were 3 to 8 mg. per 100 ml., 18 to 28 mg. 
per 100 ml., and 6 to 15 mg. per 100 ml., respectively. 
The normal dosage of 2-1 g. did not lead to any impair- 
ment of mental efficiency, but at a dose level of 4°5 g., 
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giving serum levels over 18 mg. per 100 ml., impairment 
of mental functioning was observed. It was concluded 
that although mepacrine may be toxic to the central 
nervous system there is a wide margin of safety, and it is 
unlikely to exert any toxic effect on the mental processes 
when given in the usual dosage. R. Wien 


296. Variations in the Calcium Content of the Blood 
and Cerebrospinal Fluid after Lumbar Puncture. (Varia- 
zioni del calcio nel sangue e nel liquor dell’uomo dopo 
rachicentesi) 

Pp, PAPPALARDO and G. OTTAvIANO. Acta Neurologica 
[Acta neurol., Napoli] 1, 261-273, July-Aug., 1946. 
26 refs. 


The authors have investigated the calcium levels in 
the blood and cerebrospinal fluid 2 hours after lumbar 
puncture. Working with 30 subjects suffering from 
various diseases of the nervous system, they found that 
the calcium level in the blood rose in 60% of cases, 
decreased in 266%, and remained unaltered in 13-:3%; 
in the cerebrospinal fluid it increased in 67-85%, decreased 
in 7:14°4, and remained unchanged in 25°% of cases. 
They concluded that there exists a clear relation between 
the biochemical variations and disease. Among the 
hysterics there was usually a decrease in the blood (64%) 
while in the cerebrospinal fluid there was a rise (83-3°%). 
Among the cases of idiopathic epilepsy, on the other 
hand, the calcium level rose in the blood (88-8°%) as well 
as in the cerebrospinal fluid (77%). In schizophrenics 
too there was usually increase (65°) in both the blood 
and the cerebrospinal fluid. Subjects with a deficient 
psychological make-up, however, showed no variations 
or only minimal fluctuations within the normal physio- 
logical limits. The authors suggest that the intensity 
of the biochemical variations alters with the type of 
disease to a greater or lesser extent according to the. 
psychological constitution of the subject, which in turn 
is an index of the tone of the autonomic nervous system. 
This is supported, according to the authors, by the 
absence of biochemical variations in deficient subjects. 

H. Jaslowitz 


297. Some Practical Observations on the Treatment of 
Problem Drinkers 

C. H. Durree. Quarterly Journal of Studies on Alcohol 
(Quart. J. Stud. Alcohol| 7, 228-239, Sept., 1946. 1 ref. 


The clinical significance of drinking does not neces- 
sarily depend upon the quantity a man drinks or the 
frequency of his drinking, for the effects vary greatly in 
different persons. Some years ago the author proposed 
the term “* problem drinker ” for any individual to whom 
his drinking is a problem and who is in serious trouble 
over it. If a man’s drinking jeopardizes his family life, 
work, or social relations and he cannot stop of his own 
accord, then, regardless of how much or how little is 
taken, and whether continuously, occasionally, or 
periodically—alcohol is a problem to him. Problem 
drinking is often the manifestation of a maladjusted 
personality, but apparently anyone who exposes himself 
long enough and frequently enough can develop, by 


psychological habituation, sufficient dependence on 
alcohol to become a problem drinker. Contrary to the- 
general idea that the younger the patient the more hope 
for rehabilitation, the best results have been obtained in 
men over 40 who have often a record of achievement 
and have basically well-organized personalities. Whena 
drinking problem develops early in life—unless it is 
merely a manifestation of adolescent revolt—it may 
indicate a deeply rooted psychological deviation. Al- 
though fewer women than men are problem drinkers, the 
number of such women has increased “ since the bars of 
social disapproval of drinking by women have been 
lowered *’. The chances of recovery are less favourable 
in women than in men. Harry Stalker 


298. The Alcohol Problem and the Law. III. The 
Beginnings of the Alcoholic-Beverage Controi Laws in 
America 
E. G. Bairp. Quarterly Journal of Studies on Alcohol 
(Quart. J. Stud. Alcohol| 7, 271-296, Sept., 1946. Biblio- 
graphy. 


This is a further instalment of a series of studies which 
have appeared in the same journal since March, 1944. 
Additional parts will appear in subsequent issues. The 
present paper is a continuation of the part on “ The 
Formative Years in New England: Early Statutory and 
Case Law Relating to Alcoholic Beverages ”’. 

The author is a lawyer, and the paper presents a learned 
legal research into seventeenth-century laws. Their 
social, moral, and religious implications are discussed, 
but the paper is highly technical and of specialized interest 
only. Harry Stalker 


299. Mental Disorder in Released Prisoners of War 
B. H. KirMAN. Journal of Mental Science [J. ment. 
Sci.] 92, 808-813, Oct., 1946. 3 refs. 


Of some 60,000 Europeans released from Japanese 
prison camps, a large proportion were admitted to hospital 
for physical disease. Practically all those showing 
psychiatric disorder were admitted to the 41st General 
Hospital, and this article gives an account of the 60 cases 
so admitted. The incidence of psychosis in the released 
prisoners was extremely small, and that of neurosis 
negligible. Most of the prisoners had been in captivity 
for 3 years, and were emaciated, having lived on low- 
protein diets yielding from 3,000 to less than 1,000 
calories daily for the whole period, with conditions at 
their worst during the year before liberation. Among 
non-psychiatric cases, oedema, peripheral neuritis, 
angular stomatitis, glossitis, and scrotal dermatitis were 
common, as was a moderate degree of amblyopia. 
Among the 50 psychotic cases the incidence of signs of 
avitaminosis was much lower, and in only 3 cases was 
the mental illness considered to be mainly due to nutri- 
tional deficiency. In each of these cases there had been 
a brief psychotic episode followed by recovery. 

There were only 6 cases of psychoneurosis—a finding 
in keeping with that of other writers reporting on war 
conditions where there was no biological advantage to 
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be gained by neurosis. Two patients were considered 
to have developed psychotic reactions to severe psycho- 
logical trauma received after capture. Ten patients were 
regarded as having been psychotic at the time of capture 
and as having remained so throughout. The largest 
group was that in which the patients had developed 
psychiatric symptoms shortly after release. Fourteen 
patients of this type had manic-depressive and paranoid 
reactions. It is pointed out that other patients developed 
psychoses at a later stage of evacuation or on arrival in 
Britain, and that neuroses began to appear in quantity 
when re-adaptation to normal life had to be faced. 
[Among the survivors dietary deficiency did not appear 
to be a major factor in producing mental disturbance. 
The incidence of psychosis reported is so low as to endorse 
the view that in the majority of cases the development of 
psychosis must have led indirectly to failure to survive 
the life in the camps.] Alex. Kennedy 


300. Schizophrenia in the Forces 
G. GARMANY. Journal of Mental Science [J. ment. Sci.] 
92, 801-807, Oct., 1946. 5 refs. 


An account is given of two groups of 100 schizophrenics 
diagnosed as such during their service in the Navy. 
Results obtained in the first group treated without 
insulin are compared with those in the second given 
deep insulincoma. If one applies a very high standard of 
cure, which must include the restoration of a lively but 
restrained affect, realization of having been ill, spontane- 
ity, and an ability to foresee and plan the future, there is 
an overwhelming case for insulin treatment as judged by 
short-term results. Two cases in the first group and 56 
in the second fulfilled these requirements. 

It is pointed out that the need for adaptation to Service 
conditions and the greater extent to which minor 
deficiencies are thrown into relief under a disciplined 
regime lead to earlier diagnosis than is usual in civil 
life: 34% of the patients had broken down within a year 
of enlistment, and 65% within 2 years. There was a 
wide variety of presenting symptoms which masked the 
underlying falling-off of efficiency that is the first real 
manifestation of the disease. Apparently typical 
depressive reactions occurred; these were seen in their 
true light only when the affective component had been 
eliminated by electrical convulsive therapy. The role of 
hysterical symptoms is described in cases where they 
represent an attempt by the deteriorating patient to 
adapt himself to his new surroundings or to call attention 
to an inability to carry on which neither he nor his 
physicians can understand. Other clinical syndromes, 
such as Ganser states and acute schizophrenic reactions, 
were also encountered as episodes in the gradual and 
silent onset of the disease. The slowness of onset in 
many cases is illustrated by the fact that when recovery 
takes place after insulin therapy the relatives observe 
that it is years since the patient was as well. 

In discussing the aetiology of actual breakdown the 
author concludes that, with the exception of acute 
transient episodes, there is little evidence that stress will 
precipitate schizophrenia where it would not otherwise 
have appeared. Alex. Kennedy 


301. Criteria for Recognition of Neuroses in Children, 
A Guide for the Pediatrician 

A. ALPERT. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 72, 274-278, Sept., 1946. 6 refs, 


A child’s need for psychiatric treatment is still deter. 
mined more by the complaints of parents than by objective 
criteria. This paper presents a developmental approach 
to the recognition of neuroses in children. Subnormal 
mental development is not to be confused with disturbed 
instinctual development; an account is given of the 
sequence of instinctual development from the oral to the 
genital level. 

Oral Level.—From birth till about 18 months a child 
depends largely upon its mouth in its adaptation to the 
outside world. The mouth is its organ of pleasure and 
aggression, the instrument of the exploration of its 
environment; thumb-sucking, biting, and tasting things 
are its normal activities. The normal infant tastes its 
way through life. A child off its food and apathetic 
but preoccupied with its own body pleasure, as shown by 
thumb-sucking, masturbation, and head-banging, is 
emotionally upset, and the paediatrician must inquire 
into traumata or frustrations. Is the child left alone 
too much or handled too often and too uneasily? Are 
ordinary biting and sucking permitted? Children vary 
in their oral needs, but means to satisfy them constructively 
should be found. 

Anal Stage.—The earlier and the more exacting the 
training, the longer and more striking is this period when 
the child’s emotions centre round the anus. Evacuation 
becomes a basis for impressions and fantasies of the 
outside world, and the child takes great interest in its 
product. Aggression as well as pleasure is developed 
in the experience and children resent early or rigorous 
training. The child who, after the age of 2, soils, holds 
back his excreta, or smears himself is in distress, perhaps 
to be hidden later by defensive over-reactions towards 
cleanliness and orderliness. An alert paediatrician will 
avoid suppositories and purges and will educate the 
parents. Where the evidence is that anal interests have 
been tolerated and substitute outlets provided, such as 
paints, clay, sand, and water, he will refer for psychiatric 
care any child showing continued distress. 

Phallic Phase.—Appearing at 3 to 5 years, this coincides 
with the Oedipus experience when the child becomes 
keenly aware of sex differences and knows either anxieties 
about possible loss of the genitalia or penis envy. In his 
budding manhood the boy will turn towards the mother, 
while the girl will seek from the father everything the 
mother gets from him. Rivalry and love for the other 
parent are mingled in a complex relationship; the child 
exhibits many of the traits of a lover. Night terrors, 
cross-identifications, and undue submissiveness alter- 
nating with aggression are common and enuresis is 
frequent. The wise paediatrician will check indications 
of neurosis by exploration of parent-child relationships 
and will be suspicious of the particularly good child. 

Latency Period.—The child now yields readily to 
substitute gratifications and develops outside talents and 
interests and friendships. Passionate feelings of love 
and hate shift from parents to mates, although if they are 
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still too strong and threatening the child will use defence 

mechanisms to quieten anxiety and to maintain the 

balance between ego and libido. Emotional disturbances 

of learning, tics, compulsions, stealing, phobias, and 
enuresis may appear. Tantrums should be interpreted as 

attempts to break oedipal attachments or as masochistic 

invitations to be beaten. 

Genital Phase—With the reappearance of sexual 
striving there is a recapitulation of the struggle between 
instinctual demands and ego controls. The adolescent 
child-adult picture appears, but the storms should be 
brief. Lack of interest in the opposite sex, social 
restriction, submissiveness in boys or aggressiveness in 
girls, emotional rigidity, or extreme child—adult swings 
indicate needs for psychiatric care. 

There is much overlapping of these phases and traces 
of earlier levels can always be found. Complete oral 
and anal satisfaction is not attained in our culture, which 
makes for residue points of fixation and frustration; but 
two ingredients do not make a neurosis and the child’s 
ability to develop further is the only criterion. Endo- 
psychic forces and environmental pressures are comple- 
mentary and both need evaluation in prognosis. 
Environmental traumata in order of effect are: disturbed 
parental relationships, reversals in parental types, 
rejecting or overprotecting parents, and striking differences 
inendowment of siblings. The adopted and the crippled 
child are also susceptible. This paper aims at helping 
the paediatrician to recognize neurotic disturbances in 
children, and it is suggested that psychiatric treatment 
should be carried out in collaboration with the 
paediatrician. T. F. Main 


302. Endogenous Depression in General Practice 
C. A. H. Watts. British Medical Journal (Brit. med. J.] 
1, 11-14, Jan. 4, 1947. 4 refs. 


The author writes as a family doctor who has had 
psychiatric experience in the Army. He finds that states 
of endogenous depression are far more common in 
general practice than is usually recognized. He reports 
20 cases seen in 6 months, and the result is a valuable 
presentation for general practitioners of the symptoms, 
diagnosis, and treatment. It is a first-hand clinical study; 
the main features of all the cases are listed in a table and 
the details are woven into the general account. The 
disease can simulate almost any functional or organic 
illness; psychiatrically it is often mild and is sometimes 
wrongly diagnosed as psychoneurosis; the first symptoms 
may be physical, such as fatigue, indigestion, dizziness, 
or cough. 

The most important symptoms are: (a) Depression, 
which is rarely profound and may be admitted only on 
direct questioning. The patient’s outlook on life has 
changed; every mole-hill looks like a mountain; he has 
lost confidence and the future seems gloomy; reassurance 
is not readily accepted; delusions of poverty or of 
impending disaster are not uncommon. There is 
difficulty in thinking and in acting. Minor cerebral 
retardation may be shown. (b) Suicidal ideas come next 
in importance. They may not be complained of, but 
if the patient admits depression one can inquire if he 


feels depressed enough to wish himself out of the world. 
(c) Disturbance of sleep rhythm. Most patients get off 
to sleep fairly easily but wake up in the early hours, 
when they feel worst and suicide is most likely to occur; 
they improve during the morning and by night may feel 
normal. (d) Changes in habit and outlook include loss 
of interest generally and such specific manifestations as 
shunning company, fearing to be alone, and sometimes 
either taking alcohol or giving up alcohol. (e) Obses- 
sions and phobias. These include particularly fears of 
bodily disease. 

The diagnosis from anxiety states, in which the author 
includes reactive depressions, is discussed. First 
endogenous depression comes out of the blue; anxiety 
states can be traced back to their origin in frustrations or 
feelings of guilt. Secondly, there i$ the “ feel” of the 
case: the typical depressive communicates his depres- 
sion. Treatment in general practice consists first in 
establishing a firm rapport. Psychotherapy consists 
largely of reassurance. Surprise and satisfaction are 
often expressed when the therapist is able to describe 
some of the patient’s symptoms more clearly than the 
patient himself can. Symptomatic treatment includes 
** medinal ’’ (sodium barbitone) gr. 74 (0-5 g.) at night, 
“* benzedrine sulphate ’” (amphetamine) 5 to 10 mg. in 
the morning and 5 mg. at noon, and any other drug that 
may relieve symptoms. Simple occupational therapy 
should be arranged. 

[The author concludes by referring to the value of 
electric convulsion therapy, and rightly makes a plea for 
the provision of special psychiatric departments in general | 
hospitals. While the difficulties of persuading mildly 
depressed patients to seek psychiatric care are well 
known, the author seems to have had unusual difficulties 
with this group, and he appears to conclude that the mental 
hospital has no part to play in their treatment. There 
are other points that one would like to discuss and to 
add when giving a systematic account of the endogenous 
depressions, but this paper can stand on its own merits 
as a timely, practical, and accurate clinical study.] 

Harry Stalker 


303. An Evaluation of the Therapeutic Role of Narco- 
analysis in Mental Disorders 

D. A. BarBara. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 104, 414-424, Oct., 1946. 14 refs. 


The author gives a general ‘review of the use of narco- 
analysis, principally in the psychoneuroses, based on 
the literature and on his own experience. Details of 
intravenous methods, case records, and results are not 
given, but 3 examples of difficulty in the transference 
situation are described. He discusses the relation of 
narco-analysis to other psychotherapeutic methods, 
and goes on to develop a theory and a technique of 
psychotherapeutic narco-analysis. This theory and 
technique are closely related to psychoanalytical con- 
cepts of the neuroses and of their treatment. He believes 
it to be the most efficient of the existing types of 
accelerated therapy. It shortens the transference 
relationship, facilitates the lifting of repression and the 
recall of traumatic experiences, enables the patient to 
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assimilate interpretations of the underlying conflicts 
which might be unbearable otherwise, and aids in the 
process of psychosynthesis. In the psychoses the 
curative value of narco-analysis is limited. 

Harry Stalker 


304. Treatment of Mental Illness at Home by Small 
Doses of Insulin. An Appraisal of Results in Twelve 
Cases 

N. Conen. New England Journal of Medicine [New Engl. 
J. Med.) 235, 612-616, Oct. 24, 1946. 17 refs. 


An account is given of the technique of a modified 
insulin treatment adapted for use in the patient’s own 
home, together with the results in 12 cases. The treat- 
ment consists of daily hypodermic injections of insulin 
given every morning to the fasting patient, beginning 
with 5 units and increasing by 5 units daily until a mild 
hypoglycaemic state is induced with asthenia, drowsiness, 
and copious perspiration. The patient is allowed up 
for as long as he wishes, and the hypoglycaemia is 
interrupted by giving a normal breakfast before conscious- 
ness is seriously disturbed. Constant supervision is 
maintained by a trained attendant who is aware of 
possible complications, and can summon medical aid 
long before there is any likelihood of deep coma super- 
vening. In some cases the physician is present and 
carries Out psychotherapeutic discussions as hypogly- 
caemia progresses. The average duration of treatment 
is about 4 months, and the usual daily dosage of insulin is 
between 50 and 90 units. It was frequently possible to 
reduce the dosage in the course of the treatment. 

The patients described form a heterogeneous group; 
most of them had anxiety or depression. In the majority 
the underlying personality appears to have been relatively 
poor. There was one case of barbiturate addiction. 
No analysis is made of the results. In all of them there 
was an improvement in the physical state. Three 
were regarded as having recovered completely, and 
3 more as being much improved. No case is reported 
of deterioration during treatment, and there were no 
physical complications. The view is expressed that in a 
variety of mental conditions admission to a special 
hospital can be avoided and that in some cases modified 
insulin therapy can replace more radical methods 
of shock therapy. Attention is drawn to the work of 
Sargant and Craske (Lancet, 1941, 2, 212) and of Rennie 
(Arch. Neurol. Psychiat., Chicago, 1943, 50, 697) and 
others who have reported on the sedative effects of a 
modified insulin regimen on anxious patients, especially 
those whose anxiety has caused them to lose weight. 
In their cases the amount of sedative drugs required was 
much reduced during the treatment. 

(Modified insulin therapy is now an established part 
of psychiatric treatment, applicable in the main to cases 
where prolonged anxiety is bringing about loss of weight. 
When it is used as a means of mild sedation or to promote 
appetite and gain weight, its use in the patient’s home 
under careful supervision offers few problems. When, 
however, it is used as an adjunct to treatment of the 
Weir-Mitchell type, or where it is given to suicidal or 
disturbed patients, a degree of supervision difficult to 


secure Outside a hospital or nursing home must be 
indicated. The author suggests that these problems of 
supervision can be overcome, although a good deal of 
the physician’s time may have to be spent in the patient's 
home. His view that his technique is of value as a method 
of shock therapy, which can in mild cases be used to 
replace insulin coma or electrical convulsions in the 
appropriate major psychoses, gains no support from his 
case-material.] Alex. Kennedy 
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305. Bodily Changes During Abreaction 
R. L. Moopy. Lancet [Lancet] 2, 934-935, Dec. 28, 
1946. 1 fig., 9 refs. 


A dissociated traumatic experience tends to erupt into 
consciousness in the symptoms and dreams which dis- 
charge the emotional tensions centred round the trauma 
and render it acceptable. Sometimes the emotional 
discharge is artificially produced by abreactive methods 
in which the traumatic incident is re-lived with all the 
attendant emotions. This re-living differs fundamentally 
from mere recall, being an uninhibited release of com- 
plexes with their full psychosomatic implications, with 
bodily movements and physiological mechanisms 
appropriate to the original incident. 

A case is described of an Army officer with somnambul- 
ism of long standing. In 1935 he had been restrained 
physically by a bodyguard set to watch his nocturnal 
wanderings, his hands had been tied behind his back, 
and on waking he had struggled unsuccessfully to free 
himself and had evaded his bodyguard. In 1944 he was 
observed while asleep in hospital to be holding his hands 
behind his back. He then crept, still asleep. into the 
hospital grounds with his hands in the same position, and 
returned fully conscious in 20 minutes. Deep wheals 
like rope marks on each arm were noticed and persisted 
during the next day. On the third day they had dis- 
appeared except for some haemorrhagic staining, but 
that night the distress and the wheals on both forearms, 
with indentations and fresh haemorrhages, reappeared 
during an abreactive state produced by “‘evipan”’. The 
patient crept to the door during his dissociated state, 
went into the hospital grounds, reappeared fully con- 
scious 10 minutes later, and gave a clear account of the 
original traumatic experience. Next morning the marks 
were still there, and photographs of the lesion are 
reproduced in the article. 

Three other patients are mentioned who showed 
somatic manifestations during abreaction of traumatic 
episodes. One patient developed painful swellings of 
ankle and eye while abreacting burial. in a fly-bomb 
episode. Localized ischaemia of the extremities was 
seen during the abreaction of a merchant seaman who 
had suffered prolonged immersion in cold water. The 
appearance of petechial haemorrhages and bruising 
along the tenth rib with pain for several hours followed 
the abreaction in a woman of 35 of a riding accident 
which occurred at the age of 10 years. 

These phenomena show that the somatic component 
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of a dissociated experience may be re-expressed, especially 
during discharge of the experience into consciousness. 
Skin blisters, localized urticaria, oedema, and cutaneous 
gangrene have all been produced hypnotically. Spon- 
taneous psychogenic haemorrhages have been reviewed 
by Schindler, and religious stigmata have been critically 
reviewed by Jacobi. The physical mechanisms operating 
are obscure, but undoubtedly normal pathways exist by 
which psychic contents may be projected on to the body 
in a highly specific manner. These phenomena demon- 
strate the intimate association between mind and body 
in traumatic experiences which have not been integrated 
with consciousness. T. F. Main 


306. The Role of Secondary Reinforcement in a Partial 
Reinforcement Learning Situation 

M. R. DeNNy. Journal of Experimental Psychology [J. 
exp. Psychol.) 36, 373-389, Oct., 1946. 4 figs., 13 refs. 


The author describes the results of an experimental 
study of the part played by secondary reinforcement in 
partial reinforcement learning, undertaken in the 
Psychological Laboratory of lowa University. Experi- 
ments made by some authorities seemed to show that 
partial or 100% reinforcement made little difference to 
learning capacity, and that there was greater resistance, 
to extinction following the former. The probable part 
played by secondary reinforcements, such as the click 
of a lever, had been overlooked. The present study was 
undertaken to compare learning with full and with partial 
reinforcement when secondary reinforcement was 
uncontrolled and when it was greatly minimized. A new 
type of simple T-maze was used in which intra- and 
extra-maze cues could be controlled, consisting of one 
pair of arms or delay boxes, four end or goal boxes, a 
combined starting box and stem, and a constant choice 
point section. The apparatus was movable and lit 
from below, and similar units were interchangeable. 

In the preliminary training a straight alley runway was 
used. Eighty-eight rats which had not previously been 
used for experimental purposes, and of a mean age of 
92 days, were used. After 1 week of habituation train- 
ing, with strict dietary regimen, the rats were given 3 
days of preliminary training in the straight alley maze, 
giving a total of 14 rewarded experiences with the white 
positive end box and 2 non-reinforced trials in which 
the negative black end box was used. Forty control 
rats were subjected to typical constant maze-learning 
conditions, half the number always receiving food when 
choosing correctly, and half being rewarded on only 
50°% of such choices, association of white box with food 
in the preliminary trials providing, it was hoped, second- 
ary reinforcement. In running the experimental groups 
(48 rats) secondary reinforcement was eliminated by 
substituting a neutral grey box for the positive white one 
when the correct choices of the X-50 group were 


unrewarded, while to minimize the possibility of other , 


cues acquiring secondary reinforcing properties the delay 
boxes were interchanged according to a prearranged 
plan, the starting box, stem, and choice point sections 
being faced in opposite directions on alternate days. 


‘The 50% reinforcement groups, trained for 12 days, 


received one and the 100% groups, trained for 6 days, 
received two reinforcements per day. 

No learning score differences were found between the 
partial and continuous reinforcement groups in the 
control condition, but in the experimental condition 
significant differences were found, the X-100 group 
learning nearly twice as quickly as the X-50 group. 
From this and related studies it was also concluded that 
resistance to extinction after equal or unequal practice 
is not always greater with partial than with consistent 
reinforcement. With qualification on account of the 
small number of additional non-reinforcements given, 
differential non-reinforcement of the incorrect response, 
in simple trial and error, has apparently no effect on the 
rate of learning. M. Mackenzie 


307. Dark Adaptation as a Factor in the Sensitization 
of the Beta Response of the Eyelid to Light 

D. A. GRANT and E. B. Norris. Journal of Experimental 
Psychology [J. exp. Psychol.) 36, 390-397, Oct., 1946. 
1 fig., 9 refs. 


Reactions of the eyelid to illumination of the retina 
have been recorded mechanically by Dodge’s photo- 
chronograph. Whereas the frequency and magnitude 
of the first responses (« responses) were fairly indepen- 
dent of light-adaptation, the later 8 responses were more 
frequent and greater in magnitude in dark-adapted 
subjects than in control individuals. The latency of the 
B responses ranges from 120 to 290 milliseconds, which 
corresponds roughly with the latency of conditioned 
reflexes. If, therefore, light is being used as a condi- 
tioning stimulus, as has frequently been the case, it may 
be difficult to distinguish between the effects of light- 
adaptation and of conditioning. The relation of the 
two is discussed. . H. Kalmus 


308. Development of Speech During Infancy: Curve of 
Phonemic Types 

O. C. IRwin and H. P. CHEN. Journal of Experimental | 
Psychology [J. exp. Psychol.] 36, 431-436, Oct., 1946. 
3 figs., 4 refs. 


An investigation into the development of speech during 
infancy is here described. In the literature, which is 
summarized, the continuous progress of the acquisition 
of elemental sounds by infants is not clearly stated and 
the course of development in early speech of the various 
classifications of speech sounds has not been systematically 
analysed. The present study was made to determine the 
number of phonemic types used by infants during the 
first 24 years of life, to indicate the development by means 
of a curve and to derive its equation, using measures of 
central tendency. Ninety-five middle-class infants were 
visited regularly in their homes, and their spontaneously 
uttered speech sounds were recorded in the International 
Phonetic ‘Alphabet, modified by Fairbanks. The*record 
secured at a given visit contained. a sample of vocaliza- 
tions uttered on 30 respirations or breaths. A 2-month 
period was used as time limit, so that the curve of 
development for the first 30 months was based on 15 
points, each point being a mean value for the corre- 
sponding period; it was found that this period adequately 
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illustrated the trends. Though all the infants could not 
be followed continuously during the whole 24 years, the 
speech sounds of the majority were recorded for extended 
periods, and continuous records of 35 were obtained. 
The following table gives the means and number of 
infants, the number of records available for each of the 
15 periods, and also values for the 35 cases, including 
most of the continuous records. Curves and equations 


All data | Most continuous data 


Period 
Means| N | Records | Means! N | Records 
1 | 72 162! 125 | 7-4 | 25 52 
2 11-1 | 80} 181 | 11-2 | 32 74 
3 | 12:3 | 75 161; 123 | 32) 71 
4 | 151 | 64 170 | 15-4 | 33 94 
5 | 160 | 62 147 17-1 | 34 87 
6 18-6 | 62 149 19-2 | 35 91 
7 188 | 57 | 127 19-7 | 34 81 
8 20-4 | 55, 128 21-6 | 34 85 
9 | 210 | 50; 106 21-4 | 34 74 
10 | 22-5 | 41 | 84 23-4 | 31 70 
il 230 | 37! 68 23-4 | 31 62 
12 24-4 | 31 52 24:3 | 27 48 
13 25-8 | 32 51 25-9 | 28 47 
14 26:1 | 24 41 261 | 24 41 
15 272 119! 27 | 27-2 | 19 27 
| 


were made from the observed data. The curve for all 
data, with age (A) laid off on the X axis, and number of 
phonemic types (N) plotted on the Y axis, approaches 
a parabolic arc, the equation being N=7-533 A® 47}, 
The curve derived from the equation is a good fit to the 
empirical data, the x? value being 0-191 (P=0-99). The 
curve shows that the infant acquires 7-5 sounds in the 
first 2-month period, and at the end of 30 months possesses 
27 of the 35 sounds of adult English speech. A second 
curve for the data from the 35 most continuously ob- 
served infants shows similar results, and gives the equation 
N=8-505 A®-428. This curve also is a good fit to the 
observed scores, the x? value being 0-422 (P=0-99). 
Separate curves for boys and girls give equations 
N=8-614 A®4!4 for boys and N=8-365 for girls. 
The infant’s mastery of types of phonemics proceeds at a 
changing rate, the greatest progress being made during 
the first year of life. Both sexes begin with similar values 
and remain together for the first year. Though girls 
tend to exceed boys during and after the second year, the 
differences are not considered to be statistically significant. 
M. Mackenzie 


309. The Effect of Context upon Judgments of Pitch 
Differences 

T. Koester and W. N. SCHOENFELD. Journal of Experi- 
mental Psychology [J. exp. Psychol.] 36, 417-430, Oct., 
1946. 2 figs., 11 refs. 


Pairs of moderately loud sounds were produced by a 
twin oscillator for comparison. Five standards ranging 
from 1,000 to 1,120 cycles, or in other experiments pairs 
of standards—1,000 and 1,010 cycles, 1,000 and 1,100 


cycles, and 1,000 and 2,000 cycles—were used in random 
order. For comparison each standard was followed 
a sound 12 cycles higher or lower after 1 second or 
after 6 seconds. The interval between pairs was 
8 seconds. In 15 female inexperienced observers and 
in 1 experienced observer judgments were affected by the 
previous stimuli in such a way that at low frequencies 
too many “ lower” judgments were made, whereas at 
higher frequencies too many “ higher” judgments were 
constantly found. This trend is more marked when a 
6-seconds interval is used between the two sounds in a 
pair than with the 1-second interval. In 5 experienced 
observers, on the other hand, an opposite trend jn 
constant errors was noticed during several experimental 
series. Explanations for these tendencies and similar 
effects on the judgment of differences of loudness, 
weight, and visually presented distances are mentioned. 
H. Kalmus 


310. Validity of Frequency of Blinking as a Criterion of 
Readability 

M. A. TINKER. Journal of Experimental Psychology 
[J. exp. Psychol.] 36, 453-460, Oct., 1946. 24 refs. 


It took 60 University students from 9 to 19% longer to 
read a text when it was set in capitals than when it was set 
in lower-case type. About 90% of readers also con- 
sidered lower-case type to be more readable and more 
pleasing to read. Furthermore, it has been shown 
previously that material set in even capitals induces an 
increased number of ineffectual eye movements. On the 
other hand, the rate of blinking while reading showed no 
significant difference with the two styles of setting. Thus 
the frequency of blinking, which has been suggested by 
Luckiesh and his co-workers as a means of determining 
readability and ease of seeing, seems of doubtful value as 
a criterion. Hi. Kalmus 


311. The Effects of Certain Pre-Training Procedures 
upon Maze Performance and Their Significance for the 
Concept of Latent Learning 

H. W. Karn and J. M. Porter. Journal of Experi- 
mental Psychology [J. exp. Psychol.| 36, 461-469, Oct., 
1946. 4 figs., 7 refs. 


The effect of certain pre-training procedures on the 
subsequent learning of white rats was studied. A modi- 
fied Dashiell maze was used and a control group solved 
the problem when food was offered as a reward right 
from the beginning. The pre-training of 4 groups of 
experimental rats was meant to give them (1) habituation 
to handling; (2) familiarity with the maze; (3) fami- 
liarity with the maze and goal orientation; and (4) habi- 
tuation to being detained in an enclosure similar to the 
starting compartment in the maze. A combination of 
(1), (2), and (3) applied on a sufficient scale significantly 
lowered the learning-time during subsequent rewarded 
training. Other respects were indicative, but not con- 
clusive. The facilitation of rewarded training is con- 
sidered as latent learning, and in particular the behaviour 
of the rats during the unrewarded pre-training in the 
maze is discussed. H. Kalmus 
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Infectious Diseases 


VIRUS DISEASES 
312. Reconstituted Plasma Used in an Epidemic of 


Measles. 
G. D. W. MacKEnprick and R. H. Seve. British 
Medical Journal [Brit. med. J.] 2, 899, Dec. 14, 1946. 


4 refs. 
The authors used reconstituted dried plasma in a 


dosage of 10 ml. as a prophylactic against measles, which 
proke out in a crowded ship containing over 200 re- 


patriated children. Apparently they had considerable 


success in modifying the disease in cases where the plasma 
was given early in the incubation period. 

[This was to be expected. Adult human serum is often 
used in children’s wards as a prophylactic in measles 
contacts when the supply of convalescent serum fails. 
It cannot be relied upon for full protection but frequently 
causes satisfactory attenuation of the disease when given 
in adequate dosage before the sixth day of the incubation 
period.] H. Stanley Banks 


313. Immunity in Experimentally Induced Infectious 
Hepatitis 

W. P. Havens. Journal of Experimental Medicine {J. 
exp. Med.] 84, 403-406, Nov. 1, 1946. 22 refs. 


e exact relationship between infective hepatitis and 
homologous serum jaundice, including the immunology, 
is not clearly understood. Both conditions appear to 
belong to the same general group, but evidence for cross 
immunity is contradictory. Troops convalescent from 
serum jaundice have contracted infective hepatitis in a 
zone of epidemic prevalence, and conversely, sufferers 
from the latter disease are not immune from homologous 
serum jaundice. Homologous immunity seems to be 
present in both conditions. Experiments in human 
volunteers have shown that convalescents from both 
diseases are apparently immune when inoculated several 
months afterwards with a homologous strain. Epi- 
demiological data suggest that one attack of infective 
hepatitis confers some degree of immunity. The pro- 
tective effect of injection of normal human gamma 
globulin during the shorter incubation period of infective 
hepatitis demonstrates the presence of a neutralizing 
agent in normal blood, possibly the result of a previous 
clinical or subclinical infection, but in the longer incuba- 
tion period of homologous serum jaundice the results 
of such injection have been conflicting. The size of the 
dose of gamma globulin, the long period of viraemia, and 
the possibility of viraemia having occurred before the 
injection was given may be important factors in causing 
this discrepancy in results. 

The experiments among human volunteers conducted 
by the U.S. Army Neurotropic Virus Commission have 
made it possible to test immunity of some convalescent 
subjects. Of 21 human volunteers (19 to 29 years of 


M—H 


age) 9 were inoculated 6 to 9 months after an attack of 
infective hepatitis induced by oral or parenteral admini- 
stration of faeces or serum. Their incubation periods 
had ranged from 16 to 30 days and the attacks had been 
mild to severe. The remaining 12 with no previous 
history of hepatitis acted as controls. The strain of 
infective hepatitis employed was originally obtained from 
the stool of a member of the U.S. Army in Sicily in 1943; 
this strain had produced the disease in 27 out of 40 human 
volunteers. The inoculum was serum representing the 
second, third, and fourth human passage of virus and 
was obtained from patients in the first 5 days of the experi- 
mentally induced disease. The following table gives the 
results of its administration: 


No. of volunteers | Incuba- 
Subjects Route tion 
Inoculated | Hepatitis | period 
(A) Convalescent Oral 5 0 = 
6 to 9 months. 
(B) Normal con- | Oral 3 3 24 to 26 
trols. days 
(C) Convalescent | Parent- 4 0 — 
6 months. eral 
(D) Normal con- | Parent- 9 5 21 to 30 
trols. eral days 


All 9 men convalescent from infective hepatitis resisted 
re-inoculation, which induced this disease in 8 out of 
12 controls. The convalescent patients remained free 
from symptoms, and liver function tests were normal 
with the exception that in 4 men positive cephalin 
cholesterol flocculation was present for several weeks 
during the period of observation, possibly indicating 
slight disturbance in hepatocellular function. 

W. N. Pickles 


314. A Modified Agglutination-inhibition Test for the 
Diagnosis of Influenza 

Bulletin of the U.S. Army Medical Department [Bull. 
U.S. Army med. Dept.| 6, 777-780, Dec., 1946. 


315. Two-year Follow-up on One Quarter of 1944 
Epidemic of Poliomyelitis in Kentucky 

C. F. Woop. Southern Medical Journal (Sth. med. J.} 
40, 76-81, Jan., 1947. 6 refs. 


316. The Newer Pathological and Physiological Con- 
cepts of Anterior Poliomyelitis and their Clinical Inter- 
pretation 

A. STEINDLER. Journal of Bone and Joint Surgery 
[J. Bone Jt Surg.] 29, 59-77, Jan., 1947. 17 figs., 52 refs. 


317. Association of Erythema Multiforme with Herpes 
Simplex 

A. Rook. British Medical Journal [Brit. med. J.] 1, 
138, Jan. 25, 1947. 5 refs. 
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98 INFECTIOUS DISEASES 


TUBERCULOSIS 


K. J. MANN. Lancet [Lancet] 2, 744-749, Nov. 23, 
1946. 14 refs. 


This paper analyses 500 cases of tuberculosis of bone 
and joints with reference to the presence of simultaneous 
pulmonary tuberculosis. The series is a selected one in 
that the patients were resident in London or the home 
counties, were not suffering from open pulmonary 
tuberculosis, and in every one skeletal tuberculosis, the 
diagnosis of which was confirmed by biopsy and isolation 
of tubercle bacilli, had recently developed. In each case 
the respiratory tract was investigated and all the cases 
were reviewed at 3-monthly intervals. The incidence 
of the skeletal lesions is shown in two tables, one indica- 
ting age-group distribution, the other the anatomical 
situation of the lesions. Past symptoms referable to 
the respiratory tract included those for which there had 
been a period of sanatorium treatment (26 cases) and 
pleurisy (43 cases), the skeletal tuberculosis developing 
2 to 3 years later in the majority of cases. Present 
symptoms referable to the respiratory tract were few on 
account of the selection of cases but included cough 
(12%), expectoration (4%), and haemoptysis (1%), while 
variable physical signs were present in 12% of cases. 
Six patients had a positive sputum and were immediately 
transferred to a sanatorium. In an unselected series of 
64 patients gastric lavage was performed and guinea-pigs 
were inoculated with the washings. Eighteen cases were 
positive; these, as well as the sputum-positive cases, 
gave organisms of the human type. The erythrocyte 
sedimentation rate was high as a result of the skeletal 
lesions and was of little use in diagnosing the presence of 
pulmonary lesions. 

The radiological examination was the most useful 
procedure. Radiographs were taken when the patient 
was admitted and repeated every 3 months; lateral views 
and penetrating films were taken in doubtful cases. 
Negative radiographs in children were never regarded as 
final. Calcified lesions were considered normal. Activity 
in patients with negative sputum and gastric lavage was 
assessed by the appearance of shadows in successive 
radiographs. On these criteria, 284 cases (57%) showed 
active lesions, the highest incidence being 84% of those 
up to 4 years old, falling to 17% in those over 40 years 
old. The type of lesion present is shown in tabular 
form; in 31% there was one or other component of the 

“primary complex, in 27% there were haematogenous 
lesions and in 3% bronchogenic lesions. The author 
comments on this table as follows: “* (1) The commonest 
lesion in patients under 15 years of age is the primary 
complex present in 70%. (2) The younger the child, 
the higher is the percentage of those showing the primary 
complex. (3) The younger the child, the more likely is 
the radiograph to show not only the large mediastinal 
nodes but also the primary lung infiltration. (4) The 
commonest lesions in adolescents and adults are the 
haematogenous foci, present in 40% of the patients over 
15 years of age, only exceptions showing one or both 


components of the primary complex. (5) The small 
number of patients with the bronchogenic type of 
tuberculosis are found in the older age-groups,” The 
significance of these findings is discussed later. Of the 
284 patients with active lung lesions, 75% are now healed 
or are healing, 15% are unchanged, and 10% are w 

as judged radiologically, so that the prognosis is goog. 
Spread took place by direct extension or by the blood 
stream, and complications included pulmonary colla 
effusions, tuberculous empyema, paravertebral a 

and pericarditis. Four out of 8 fatal cases came to 
necropsy at which the findings in the respiratory system 
were confirmed. 

As regards incidence the figure of 57% is in close agree. 
ment with the findings of other authors, and confirms the 
intimate association between pulmonary and extra. 
pulmonary tuberculosis, while emphasis is laid on the 
need for a thorough search of all organs for evidence of 
tuberculosis. In children under 15 years the primary 
complex is the commonest lesion and the younger the 
child, the earlier does the skeletal lesion appear. As age 
advances so the rate of spread of the tuberculous process 
from lung and gland to the blood stream and thence to 
the skeleton slows down so that in adults the haemato- 
genous type is the commonest pulmonary lesion seen 
and is probably due to reactivation of the hitherto local- 
ized primary complex, of which there is no radiological 
sign. Bronchogenic types were rare as the pulmonary 
lesion overshadows the skeletal one and the patient is 
therefore treated in a sanatorium. 

The author points out that many children in this series 
have primary complexes in the lungs, and that in the 
case of adults skeletal implantation is due probably to 
reactivation of such lesions hitherto localized. He 
quotes Blacklock and Griffin, and Fleming, who, in 
necropsies on cases of tuberculous meningitis, found 
primary lesions in the lungs in 74 and 80% of cases 
respectively. This suggests that inhalation is the route 
of entry and that the bacillus is probably of the human 
type, a theory supported by the fact that, in this series, 
of 88 cases in which tubercle bacilli were isolated 83 
(94%) were of the human type, only 5 being bovine. 
The author states that tuberculous milk can no longer 
be considered a source of infection in extrapulmonary 
tuberculosis. 

If a radiograph shows the presence of an active primary 


complex in the lungs the prognosis is poor, because the 


rate of spread of the disease is obviously rapid. In 
those cases in which the radiograph reveals signs of 
healing the prognosis is more favourable. The author 
thinks that, in view of the results of the analysis in this 
series, early diagnosis and treatment of primary infection 
in children will reduce considerably the incidence of and 
mortality from skeletal tuberculosis. Other points he 
mentions are: (1) Of the 26 cases which had undergone 
sanatorium treatment 12 with healed lung lesions were 
progressing unfavourably. The reasons for this were: 
(a) delay in recognition of the true nature of the skeletal 
lesion with ineffective treatment resulting in further 
injury to the bone or joint concerned; and (6) the 
development of cold abscesses and secondary infection. 
This illustrates the importance of not labelling musculo- 
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skeletal pain in known tuberculous patients as “ rheu- 
matic”. (2) Of 57 patients who had pleural effusion 
43 developed it before, 10 during, and only 4 after the 
onset of the skeletal lesion—another lesson to those 
engaged in the campaign against tuberculosis. (3) It is 
useless to rely on physical signs and symptoms. 

R. B. T. Baldwin 


319. The Effect of Penicillin on the Tubercle Bacillus 
C. N. ILaAnD. Journal of Pathology and Bacteriology 
(J. Path. Bact.] 58, 495-500, Sept., 1946. 3 figs., 12 refs. 


The author emphasizes the need in studying the action 
of penicillin on the tubercle bacillus for small inocula 
of organisms obtained direct from the host. In his 
experiments strongly positive tuberculous sputum was 
emulsified with sterile saline; 1 to 2 c.mm. of emulsion 
was spread on one half of a sterile glass (2-5 x0-5 cm.) 
slide, dried for 2 hours at 37° C., treated with 10% 
sulphuric acid for 15 minutes, and washed with five 
changes of sterile water. The slide was then transferred 
aseptically to a 6 ml. sterile bottle containing as medium 
3 ml. of the liquid obtained by extracting Léwenstein’s 
medium with sterile water at room temperature for one 
month. Varying amounts of penicillin were added to 
the cultures, and the slidés were incubated until the con- 
trols showed good growth (usually 7 to 9 days). All 
the slides were then stained by Ziehl-Neelsen’s method 
without a counterstain; absence of visible growth was 
taken as inhibition. 

The results were rather variable, but concentrations 
of penicillin greater than 70 units per ml. were invariably 
bacteriostatic. The author considers that his results 
are due to his use of small inocula of organisms obtained 
direct from the host, for many strains of Mycobacterium 
tuberculosis produce penicillinase (in amounts apparently 
increasing as the organism is habituated to laboratory 
media) so that large inocula may contain sufficient 
penicillinase to vitiate the experiment. Old avirulent 
cultures may produce so much penicillinase that concen- 
trations of penicillin as high as 500 units -per ml. may 
fail to inhibit the growth of 10-5 mg. of organisms. 

C. L. Oakley 


320. Prothrombin Time in Pulmonary Tuberculosis. 
(Prothrombinzeit bei Lungentuberkulose) 

E. HeppicH and J. Scummp. Wiener Zeitschrift fiir 
Innere Medizin (Wien. Z. inn. Med.| 9, 409-416, Sept., 
1946. 18 refs. 


Because the authors believed that the proliferation of 
connective-tissue cells in tuberculosis of the lungs depended 
on the concentration of fibrinogen and prothrombin 
in plasma, they determined the prothrombin time in 
100 cases of tuberculosis of the lungs by the method of 
Schmid and Weissel (not yet published). A throm- 
bokinase suspension was prepared from parenchyma 
of human testes in an equal weight of normal saline, 
filtered through a fine wire mesh, and stored in the 
refrigerator not longer than a fortnight. Venous blood 
(0-1 ml.) was mixed in a syringe with 0-9 ml. of a 0-98% 
solution of sodium oxalate or of a 3-8% solution of sodium 


M—H* 


citrate, and 0-1 ml. of the suspension was dropped on a 
plate; a drop of the thrombokinase solution and a drop 
of a 1-5% calcium chloride solution were added. The 
whole procedure was carried out at 37°C. A thin wire 
was used to mix the suspension on the plate, and the 
time interval between the dropping of the calcium chloride 
and the first formation of a fibrin thread was noted. 
Several thrombokinase solutions were used. The normal 
prothrombin time varied between 16 and 18 seconds. 
The prothrombin index was the relation of the normal 
prothrombin time (100) to that of the test sample. The 
average index was lowest (65) in progressive cases of 
fibrocaseous tuberculosis, and highest (121) in those 
with proliferation of connective tissue. Cases with 
doubtful prognosis showed an average index of 86. 
Details of a total of 25 cases in those three stages are 
given in three tables. The prothrombin index was. 
regarded as a more reliable guide to the prognosis in 
tuberculosis than the sedimentation rate. The authors 
assumed that “* the vitamin K metabolism of the tubercle 
bacillus may be the cause of the diminution of the 
prothrombin index ”’. ‘Kate Maunsell 


321. A Primary Pulmonary Lesion of a Diffuse Granular 
Type as an Initial Lesion in Acquired Tuberculosis of the 
New-Born. (La forme granitée diffuse de la lésion 
pulmonaire initiale de la tuberculose acquise du nouveau- 
né) 

M. LELONG, J. DELARUE, and A. Rossier. Annales de 
Médecine [Ann. Méd.] 47, 111-117, 1946. 4 figs., 11 refs. 


The authors quote the work of Thaon and others on 
the guinea-pig, in which death in a state of acute dyspnoea 
was produced within 12 to 14 days after inhalation of 
massive doses of tubercle bacilli. Post mortem, the 
lungs alone were found to be affected; they were dull 
red and riddled with an infinity of yellow spots, which, 
on microscopical examination, were seen to be caseous 
and necrotic. Calmette suggested that the rapid evolu- 
tion of the primary intra- or peri-alveolar lesion to casea- 
tion and necrosis is the basis of the caseous pneumonia of 
infants.. 

A case history is given which seems for the first time 
to demonstrate in the human subject this condition pre- 
viously seen only in the guinea-pig, and to bear out 
Calmette’s hypothesis. Immediately after birth a child 
was exposed for not longer than 10 minutes to a massive 
infection from its mother, who had open pulmonary 
tuberculosis and an infectious palatal ulcer. It remained 
well until the seventeenth day of life, when there was a 
sudden. onset of dyspnoeic attacks with cyanosis and 
coughing. The attacks became more frequent, a con- 
tinuous state of dyspnoea developed, and death occurred 
on the sixth day from the onset of the illness. Physical 
signs were limited to rales and crepitations at both bases. 
Skin tests were negative. 

On post-mortem examination the lesions were found 
to be exclusively pulmonary. Minute grey-white spots 
were diffusely scattered throughout both lungs, which 
were markedly congested. The tracheo-bronchial nodes 
were caseous. Microscopically the lesions consisted of 
aggregations of necrotic débris mixed with enormous 
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numbers of tubercle bacilli and occupying one or several 
alveolar spaces; they were separated by congested but 
otherwise healthy lung tissue. There was no evidence 
of any cellular reaction. Absence of infection of other 
organs showed that there had been no spread, nor could 
the infection be congenital in origin. Each aggregation 
of necrotic débris and bacilli represented a separate 
“primary inoculation” and these aggregations were 
infinite in number. This fact inevitably gave rise to the 
erroneous presumption that they represented a haemato- 
genous spread. It is only under such unusual and 
extremely favourable conditions to the bacillus that 
this type of infection could occur and run such a rapid 
course. Richard D. Tonkin 


322. Tuberculosis Case Finding. A Comparison of the 
Effectiveness of Various Roentgenographic and Photo- 
fluorographic Methods 

C. C. BirKELO, W. E. CHAMBERLAIN, P. S. PHELPs, P. E. 
ScHoois, D. Zacks, and J. YERUSHALMY. Journal of 
the American Medical Association [J. Amer. med. Ass.] 
133, 359-366, Feb. 8, 1947. 1 fig. 


323. The Campaign Against Tuberculosis in Concentra- 
tion Camps. (Boj proti tuberkulose v koncentracnich 
taborech) 

E. Kraus. Boj Proti Tuberkulose [Boj proti Tuberk.) 27, 
131-133, Oct., 1946. 1 fig. 


The author describes conditions in the camps of 
Terezin, Oswiencin, and Birkenau. In the first camp 
modern drugs were available and even milk and other 
additional food could be given to tuberculous people, 
who were exempt from work. Radiological and other 
diagnostic procedures were possible. Some research 
work was done and lectures were given. Up till 1943 
patients suffering from open tuberculosis were not 
deported further east to the extermination camps. 
However, sooner or later every internee knew what was 
awaiting him in the Polish camps, and the doctor’s task 
of selecting patients for the transports was very difficult 
indeed. But even at Oswiencin, and Birkenau, where 
the author was transferred in December, 1943, some 
isolation and treatment were attempted before the 
extermination, and an apparatus for the refilling of a 
pneumothorax was improvized and widely used. Many 
survivors were directly saved by this and other treatment 
and many more were probably saved indirectly. The 
most common forms of the disease were fresh and rapid 
infections with intestinal and meningeal symptoms and 
caseous pneumonia. There was no time for bone 
tuberculosis to develop. The Widal and Weil-Felix 
reactions were always negative in patients suffering from 
tuberculosis even in inoculated cases. In one tuberculous 
patient the reaction became positive during a typhoid 
infection, but very soon afterwards returned to negative 
again. Thus a Widal reaction could be relied upon in 
the camps for the differential diagnosis of tuberculosis. 

H. Kalmus 


324. Apical Tuberculosis. A Roentgenological Tech. 
nique for Its Early Recognition with Some Pathogenetic 
Applications 

A.J. FLAXMAN. American Review of Tuberculosis [Amer, 
Rev. Tuberc.) 54, 1-8, July, 1946. 6 figs., 8 refs. 


The disparity between the incidence of fibrotic areas 
in the apical portions of the upper lobes of the lungs as 
demonstrated at necropsy and their incidence when 
visualized in routine anterior radiographs of the chest 
led the author to investigate these regions by other views, 
In this paper he describes what he terms the “ dorsal 


lordotic view ”, the procedure for obtaining which is as. 


follows: The cassette is supported by a vertical holder 
adjusted to the height of the patient, who stands with his 
back to the cassette, hands on hips, shoulders against 
the cassette holder, feet about 1 ft. (30 cm.) forward, 
knees slightly bent, and abdomen in the position of 
lordosis; the central ray is then projected horizontally 
and directed to the centre of the cassette. Owing to the 
apical-diaphragmatic foreshortening of the lung fields 
there is considerable exaggeration and distortion of the 
lung markings, and to overcome this the author suggests 
tilting the tube 5 degrees upward from the horizontal 
and lowering it about 4 in. (10 cm.) until the central ray 
is again centred to the cassette. He claims that this is 
superior to the standard view, in that the majority of 


these lesions are situated dorsally and are thus brought © 


nearer to the film, and also that it separates the pro- 
jections of the posterior portions of the upper ribs. 

It seems that this technique should be used to determine 
the presence of tuberculosis due to reinfection where the 
standard view is negative, though the author points out 
that these lesions may not be clinically significant. He 
also claims that, though the earliest lesions visible in the 
antero-posterior film in clinical tuberculosis are sub- 
apical or infraclavicular, examination in the posterior 
lordotic position wili in the great majority of these show 
small areas of fibrosis and emphysema at the extreme 
apex. 

[This would seem to corroborate the pathologist’s view 
that subapical and infraclavicular infiltrations may arise 
as a result of progression or aspiration of bacilli from 
small apical lesions not recognized in the routine 
radiograph of the chest.] L. G. Blair 


325. Observations on the Psychology of the Tuber- 
culous 
G. Day. Lancet [Lancet] 2, 703-706, Nov. 16, 1946. 


The material for the author’s study of the relation- 
ship between psychic stresses and the development and 
course of tuberculosis was taken mainly from the pro- 
fessional classes and their families. He has come to the 
conclusion that the beginning of an active tuberculous 
infection is often associated with psychic trauma, and 
that 30% of the sanatorium population is sick in mind as 
well as in body. Disease in these patients with its 
associated retreat into the quiet of a sanatorium is an 
escape phenomenon and is necessary to them for such 
time as their problems remain unsolved, after which they 
are able to make a rapid recovery. This hypothesis is 
illustrated by a number of case histories. 
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[The literature on the psychology of the tuberculous 
is, as yet, not very large, and this article is an interesting 
contribution in spite of the fact that the material is drawn 
from “a rather specialized class of patients who have 
not been subjected to the stresses and strains classically 
held to be responsible for pulmonary tuberculosis ”’. 
Some doubt may be cast on this assumption, as the class 
includes “‘ mostly hard-worked professional men and 
women”. The fact that on analysis these individuals 
present a recent history of unhappy love episodes can 
hardly be accepted as an explanation of the tuberculous 
activity without consideration of many other factors, 
such as contact with carriers of the infection, heredity, 
nurture, and mode of living. It is certainly true that 


response to treatment can be influenced by the mental | 


state of the patient, as is excellently shown by the examples 
given; but the pathogenesis of tuberculosis is a complex 
subject, and it would be unwise to lay too much stress 
on the psychological aspect until we are more certain of 
the significance of the size and frequency of the dose in 
reinfection by the tubercle bacillus. It must not be 
forgotten that in young children the reinfection type of 
lesion is being found more frequently and it might be 
argued that the development of such lesions is an 
escape from the stresses and strains of parental chastise- 
ment. It is, however, not denied: that psychiatric help 
and guidance can be of much assistance in procuring 
that hopeful and placid temperament which is so valuable 
in the recovery from a chronic disease like tuberculosis, 
in which the treatment is often so long and tedious.] 
Frederick Heaf 


326. Tuberculosis Control in Denmark 
J. Hoim. Public Health Reports [Publ. Hlth Rep., 
Wash.] 61, 1426-1443, Oct. 4, 1946. 5 figs., 1 ref. 


Support may be found for the view that the incidence 
of tuberculosis depends upon social conditions in 
Denmark, where an ideal state has been approached in 
which few have too much and fewer have not enough. 
Before the war of 1939-45 Denmark had the lowest 
known tuberculosis mortality—3-4 per 10,000 population. 
On the other hand, Denmark has the most complete 
anti-tuberculosis organization, which was started when 
the tuberculosis mortality was the same there as in most 
other countries. Examination of mortality rates since 
1860 indicates that while the mortality showed little 
signs of falling before 1890, it fell sharply before 1900, 
when the campaign against tuberculosis was being 
instituted. The improvement in social conditions may, 
therefore, have preceded the campaign. To-day there 
are about 10 beds for every 3-4 deaths due to tuberculosis 
and enough beds for the isolation of all infectious cases. 
Not until 1944 was the entire country served by modern 
tuberculosis dispensaries. Prevention is pursued even 
more strenuously than treatment. The family and con- 
tacts of new cases are examined clinically; radiographs 
are taken and the sputum or gastric lavage is examined 
for the presence of tubercle bacilli. For over 10 years 
a tuberculin test has been performed on every person 
examined for tuberculosis, and non-reactors, if over 7 
to 8 years of age, receive B.C.G. vaccine. Experience 


gained over 15 years with rather extensive use has shown 
B.C.G. vaccination to be quite safe and to provide 
protection. 

An active campaign is in progress against tuberculosis 
in cattle. To-day the cattle in the islands are free from 
tuberculosis. In north and east Jutland the disease is 
rare, but in south and west Jutland it still prevails. 
Infection from direct contact with tuberculous cattle has 
been traced in a big percentage of cases. The bovine 
type is found almost exclusively in rural populations. 
Further, the bovine type of bacillus, after staying in the 
human organism some time, changes in character, and 
may be confused with the human type. Tuberculosis 
of the cervical nodes is often bovine in type; it is now 
rare. In as many as 34% of all cases of pulmonary 
tuberculosis the bovine type of bacillus is present. 
Wherever tuberculosis among cattle is eradicated, the 
percentage of reactors among the population falls 
abruptly. 

Primary infections in young adults with tuberculosis 
are frequent in the Danish population; institutional 
treatment of early cases does not give useful results, and 
so such persons are observed until advance is apparent. 
Mass radiography on some 50,000 persons brought to 
light about one case of infectious pulmonary tuberculosis, 
previously unrecognized, in every 500 individuals. In a 
few years tuberculosis should be a rare disease in 
Denmark. [If Denmark can eradicate bovine tuber- 
culosis, why cannot Britain do likewise? Britain is 
active in the control of foot-and-mouth disease.] 

E. L. Collis 


327. Tuberculosis Mortality in Major Cities: United 
States, 1944 

E. H. Prrney and R. V. Kasius. Public Health Reports 
[Publ. Hith Rep., Wash.] 61, 1143-1454, Oct. 4, 1946. 
2 figs., 8 refs. 


Mortality rates for tuberculosis are given for 92 cities 
of the United States with populations of 100,000 or over. 
Owing to the difficulty of obtaining accurate population 
figures the “ tuberculous death ratio or proportionate 
mortality” is used; this relates the number of deaths 
from tuberculosis to the number of deaths from all 
causes. The racial distribution in each city is noted; 
the proportionate mortality at all ages is 11-5 for negroes 
and 3-6 for white citizens. This mortality reaches its 
peak at ages between 15 and 44 when tuberculosis claims 
some 26% of all deaths in negroes and 13-5% of all 
deaths in white persons. The mortality in Salt Lake 
City (1-3) was the lowest, and that in San Antonio (9-5) 
was the highest in the 92 cities, while New York came 
midway between with 3-7. In 1944, of 18,275 deaths due 
to pulmonary tuberculosis 22% occurred in the home 
and 78% in institutions. The proportionate mortality 
for males from 1939-44 has remained rather stable, 
while that for females in both race groups has tended to 
decline. For the 92 cities as a whole the proportionate 
mortality has declined from 5 in 1939-41 to 4-6 in 
1942-3 and 4-5 in 1944. The authors state that this 
form of mortality is an index of the relative importance 
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of tuberculosis as a cause of death; its interpretation and 
limitation have been discussed elsewhere. 
E. L. Collis 


OTHER BACTERIAL INFECTIONS 
328. The Quantitative Lepromin Test in Leprosy 


M. SALAZAR MALLEN and L. Rosas Prieto. Annals of 
Allergy {Ann. Allergy] 4, 379-383, Sept.-Oct., 1946. 
2 figs., 4 refs. 

In this investigation the Muir modification of Mitsuda’s 
lepromin test was used, and an analysis made of the 
reactions observed in normal subjects as well as in those 
suffering from different forms of leprosy, after intra- 
dermal injections of lepromin in different dilutions 
(quantitative reaction). The reaction was recorded 
during the first 24 to 48 hours at intervals of 7, 14, and 
21 days, and all skin changes, such as erythema, nodule, 
or necrosis were observed (qualitative reaction). The 
antigen was prepared from nodules of the ear lobe of 
patients with the lepromatous form of leprosy. The 
nodules were boiled in water for 20 minutes, then cut 
into small fragments and the epithelium removed. After 
drying in an air current for several hours the material 
was placed in a desiccator and dried over sulphuric 
acid. It was then powdered in a mortar and kept dry, 
enough material having been prepared for the whole 
investigation in order to ensure uniformity in results. 
Suspensions of the antigen were prepared as follows: 
400 mg. of the dry powder were repeatedly (3 to 4 times) 
triturated with 10 ml. of saline and the suspension drawn 
off. The pooled suspension was shaken in a flask and 
allowed to settle for 10 minutes, the liquid decanted, 
and the sediment set aside. The volume was made up 
to 100 ml. with 0-5% phenol-saline. The resulting 
antigen was bottled, and autoclaved at 120°C. for 30 
minutes. Under strictly sterile conditions suspensions 
of the original antigen in saline were diluted to obtain 
suspensions of 50, 20, 10, and 1%. Part of the undiluted 
antigen was set aside and used as a 100% suspension. 
With separate syringes intradermal injections of 0-1 ml. 
of these dilutions were made in the outer part of the arm, 
the concentrated antigen always being injected at the top. 
The clinical material consisted of 46 non-lepers and 60 
lepers, 39 of them with the lepromatous and 21 with the 
tuberculoid form. The manifestations of the first 48 
hours of the Mitsuda reaction were particularly studied. 
The tuberculoid patients responded to the 1% (weakest) 
antigen in over 50% of the cases. One-third of the non- 
leprous subjects reacted to this dilution, but none of the 
lepromatous patients. There was a strict relation 
between the intensity of the 48-hour response and the late 
development of the necrotic reaction after 2 to 3 weeks. 
The 20% antigen gave the following average diameter 
of reactions: in non-lepers, 3-7 mm.; in lepromatous 
patients, 2-8 mm.; in tuberculoid forms, 10-2 mm. 
Those with tuberculoid forms thus appeared as hyper- 
ergic and the lepromatous individuals as hypo-ergic 
reactors compared with the normergic non-lepers. The 
Mitsuda reaction can be considered as belonging to the 
same group as the tuberculin type of allergy. 

E. M. Fraenkel 


329. The Treatment of Leprosy by Promin. (E] trata. 
miento de la lepra por el promin) 

V. Parpo CASTELL6, F. R. TIANT, J. J. 

IBARRA PEREZ, and F. TRESPALACICS. Boletin de Ig 
Sociedad Cubana de Dermatologia y Sifilografia (Bol. Soc. 
cubana Derm. Sif.] 3, 120-134, Sept., 1946. 4 figs., 
3 refs. 


“ Promin ” (promanide) which has been used for the 
treatment of tuberculosis, has been tested on 32 cases of 
leprosy in Havana. In 7 patients the drug was given 
orally for 6 months, the dosage being gradually increased 
from 0-2 to 1-2 g. daily. Only one patient managed to 
tolerate this maximum dosage; he showed very consider- 
able improvement; the other 6 patients had to abandon 
the drug as severe anaemia developed. Six cases were 
of the lepromatous type with bacteriologically positive 
lesions; one of the tuberculoid type had few if any 
bacteria. In 25 cases promin was injected intravenously: 
the first dose was 1 g. daily, and this dose was gradually 
increased to 5 g. according to the tolerance of the patient, 
Total doses varied from 15 to 489 g. In all cases there 
was considerable improvement, more especially in those 
with either lesions in the larynx or with chronic rhinitis, 
Toxic reactions, however, were not uncommon; they 
consisted of icterus, dermatitis, pruritus, neuralgia, and 
hypochromic anaemia. Treatment had to be abandoned 
for polyneuritis in 2 cases; dermatitis, icterus, repeated 
leprotic reactions, and a progressive anaemia each 
caused treatment to be abandoned in 1 case. While 
promin is not a specific treatment for leprosy it produces 
results, more especially in cases with lesions of the 
mucous membranes, which have not been seen after 
any other drugs. 

[Promin is sodium 4,4’-diaminodiphenyl sulphone- 
N,N/’-didextrose sulphonate.] G. M. Findlay 


330. The Typing of Bacterium typhosum 
G. Buckie. Medical Journal of Australia (Med. J. 
Aust.] 2, 365-370, Sept. 14, 1946. 35 refs. 


The literature on the phage-typing of Bacterium 
typhosum is reviewed. By this method (Craigie and 
Yen, Canad. publ. Hith J., 1938, 29, 448) different types 
of Bact. typhosum can be differentiated. ‘‘ Critical 
test dilutions ” of mutants of Vi phage II only produce 
confluent lysis on plates of strains of similar type to that 
on which each was propagated and on the universally 
sensitive type A. Vi strains incapable of originating 
such a specific mutant are called “ imperfect V forms ”. 
Craigie and Yen originally described 11 types: A-H 
and L, with subtypes B, and D,; later, subtypes E., F,, 
Bs, B,, and Dg, and type M were differentiated. 

In 1942 Craigie (Canad. publ. Hith J., 1942, 33, 18) 
revised the method, because, while certain clear-cut 
types (now called « types) produced mutants which, as 
originally described, lose their affinity for other similar 
types on which they had previously been propagated, 
this did not hold true for all, and types exist (now called 
B and y) which produce phage H mutants with a per- 
manent affinity for themselves. It thus seemed that the 
recognition of certain subtypes was due to the acquisition 
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of an affinity for such £ and y forms by early preparations 
of phage II. Craigie also noted that certain “ imperfect 
V forms ” (now called y) carried symbiotic phage which 
rendered them resistant to phage II, and that partial 
degradation of « forms occurs—for example, F, to F, 
and A to B,. It thus became necessary to prepare 
fresh phage II mutants specific for « types only and free 
from 8 or y affinities: also (as it becomes possible) 
mutants with an equal affinity for undegraded and de- 
graded « types (for example, the new phage F does not 
differentiate F, and F,). The following types are now 
defined: «: A,C,E-H,J,andL. 8: Bg, Bs, B,, Di, Ds 
(D, is, like the y types, a bearer of symbiotic phage). 

Stability in vitro—Change of type (except B, to A) 
has never been reported. Classical strains from different 
sources have been found to be identical in type. One 
exception reported by Yen (Chin. med. J., 1940, 57, 
556) was possibly due to accidental substitution. ‘* How- 
ever, it may be significant that the apparent change was 
(from F) to type A.” 

Stability in vivo.—Mouse passage has never led to 
change of type, except that a single colony among 60 
examined following mouse inoculation with type C was 
of type A. Multiple V form isolations from the same 
patient have always yielded organisms of the same type. 
(Types F, and Fy, have been isolated from the same 
individual.) Where the carrier responsible for a case or 
cases has been determined the type of organism has 
always been the same in carrier and patients, with two 
exceptions, probably due to a laboratory error. Where 
heterologous types have been found in epidemics it 
has been generally established that they were independent 
sporadic cases. In other cases where mixed types have 
occurred sewage containing more than one phage type 
may be implicated. By means of phage typing apparently 
related cases have been separated (the infections of two 
sisters due to different type strains were found to have 
different sources), while apparently separate cases of 
uniform phage type have been traced to a common 
source. 

Reported isolations of the different types are tabulated, 
with authors and localities. Localities include Canada, 
Great Britain, United States, Scandinavia, and China 
(Peiping). The commonest types are A, C, E, and F, 
which between them provide 1,543 isolations, while 
type G was found 8 times, and type L once, out of a total 
of 2,297. 

The author reports an investigation of the method and 
the typing of all available Australian strains. The results 
are tabulated. - Of 97 strains 28 could not be typed, 38 
were type E, 19 type A, 7 type F, 4 type C, and 1 type L. 
Most of the strains were from sporadic cases. Cultures 
from associated cases were the same type. Strains from 
carriers and those infected by them were of the same type. 

This method of phage typing differs from other methods 
of typing bacteria in common use; results are not com- 
parable with those obtained by any other method, and 
cannot be checked by serological or biochemical tests. 
Though the method can be tested to some extent by 
laboratory procedures the main check on its value must 
be direct comparison of results with epidemological 
observation. Similar phage typing methods can be 


applied to other organisms: Staphylococcus aureus 
(Wilson, G. S., Lancet, 1945, 1, 647), Salmonella para- 
typhi B. (Felix and Callow, Brit. med. J., 1943, 2, 
127). In view of the novelty of the method and its 
potentiality as a prototype, critical examination is 
required. Types are of world-widé distribution, and 
95% of all typhoid cultures fall within the 3 groups 
a, B, and y, the remaining 5% being W forms. These 
might possibly be “ rejuvenated’ by mouse passage. 
The y forms are derived from the « types. Their original 
type cannot be ascertained by direct methods. They 
might be characterized by the phages which infect them. 
There is insufficient information on the 8 types. Results 
of application of the method are good, only three in- 
stances having been recorded of incompatible results— 
two apparently due to error, the third explainable. 
G. T. L. Archer 


331. Nasal Diphtheria in Infants. Two Recent Epi- 
demics. (Le coryza diphtérique du nourrisson. A 
propos de deux épidémies récentes) 

J. P. Rosin and H. Brunet. Journal de Médecine de 
Lyon [J. Méd. Lyon] 27, 689-695, Oct. 5, 1946. 21 refs. 


The authors describe two epidemics of nasal diphtheria 
occurring in infants in a lying-in hospital. There were 
29 cases in all; 26 in the first epidemic, from April to 
June, 1945; and 3 in the second epidemic, in October 
and November of the same year. The second epidemic 
was briefer than the first because it was recognized 
sooner and prophylactic measures were more rapidly 
applied. The ages of the infants varied from 5 days to 
3 months; 9 of the patients died. The epidemics arose 
from 3 lying-in patients, who in April had typical signs 
of diphtheria, and 2 carriers. The outbreaks occurred 
when there was a sharp rise in the endemic incidence of 
diphtheria; the annual incidence in the department rose 
from 52 in 1940 to 975 in 1945. 

The authors emphasize that diphtheria in infants under 
7 months old is not as rare as is usually supposed. In 
contrast to the classical type of the disease, in infants it 
usually affects the nose and is often unilateral. The 
diagnostic features are redness of the upper lip beneath 
the nose, more pronounced on one side than the other, 
the presence of erosions, a sero-sanguineous discharge, 
and general prostration. Bacteriological examination 
will usually show the presence of Corynebacterium 
diphtheriae, but this is not invariable owing to the 
inaccessibility of the nasal sinuses. The differential 
diagnosis is from (1) the common cold; (2) coryzas 
caused by various organisms—streptococci, staphylococci, 
and pneumococci; (3) pseudo-membranous coryzas 
following chemical or electrical cauterization; (4) the 
catarrhal stage of measles; (5) gonococcal coryza; and 
(6) syphilitic coryza, which may present very similar 
signs, particularly the sero-sanguineous discharge, while 
the association of diphtheritic and syphilitic coryza is 
not rare. A review is given of the French literature 
relating to infantile diphtheria, including epidemiology, 
treatment, prognosis, and prophylaxis. 

F. A. Langley . 
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332. Microbic Dissociation in C. diphtheriae by the 
Production of Daughter Colonies 

H. S. Carter. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 391-398, July, 1946. 4 figs., 19 refs. 


This paper describes a striking phenomenon— 
the change of colonial characters from intermedius to 
gravis in daughter colonies from primary cultures of 
Corynebacterium diphtheriae. During the routine 
examination of about 1,000 positive throat swabs from 
individuals in the Glasgow area some 14 strains—all from 
children suffering from faucial diphtheria—exhibited 
this property, which the author describes as “ microbic 
dissociation”. The routine medium used for the 
primary plate cultivations was the unheated blood- 
tellurite agar of Johnstone and Zinnemann (J. Path. 
Bact., 1943, 55, 53). In the cases in question the colonies, 
after overnight incubation, were frankly intermedius in 
form. Even at this stage, however, the strains fermented 
starch, and in broth the typical pellicles of the gravis 
form were observed. Further incubation of the primary 
cultures produced daughter colonies which, on trans- 
plantation on to plates of the same unheated blood- 
tellurite agar or on to McLeod’s original heated blood- 
tellurite medium, gave rise to a profuse and pure growth 
of unmistakable gravis colonies. Subculture from the 
primary plate of colonies which still retained their 
original intermedius character after prolonged incubation 
eventually yielded daughter colonies of the type described 
above. The morphology of the organisms was in line 
with their colonial characters, and even the primary 
intermedius-like colonies did not show bacilli quite typical 
of true intermedius strains. All the cultures were virulent 
for guinea-pigs, and the serological classification of the 
strains in their initial phase showed them to belong to 
Robinson and Peeney’s (J. Path. Bact., 1936, 43, 403) 
sub-type I in common with the majority of the Glasgow 
gravis strains. Any intermedius characters the strains 
possessed tended to be lost quickly and every effort to 
reverse the change failed; while true intermedius forms 
could not be recovered by selective means. 

The author suggests that mass immunization—two- 
thirds of the population at risk in Glasgow is said to be 
immunized—has some responsibility for the pheno- 
menon, which he thinks may represent an effort on the 
part of the micro-organism to stabilize a regressive type, 
when the type incidence is changing. A brief comment 
by McLeod appears as an addendum. Emphasis is 
laid on the fact that diphtheria is not necessarily the same 
in all places at the same time. The possibility that the 
author was dealing with atypical gravis strains rather than 
witnessing a dissociation phenomenon must not be 
forgotten. H. J. Bensted 


333. Parapertussis Pneumonia. Report of Two Fatal 
Cases 

W. W. ZueLtzeR and W. E. WHeeELer. Journal of 
Pediatrics [J. Pediat.] 29, 493-497, Oct., 1946. 5 refs. 


The parapertussis bacillus was first isolated by Eldering 
and Kendrick (J. Bact., 1937, 33, 71). It is a small non- 
motile Gram-negative rod morphologically like Haemo- 


Philus pertussis, the main point of difference between the 
two organisms being the ability of B. parapertussis to 
grow upon media which do not contain blood. In the 
earlier papers about the disease caused by B. parapertussis 
stress was laid upon the apparent mildness of the con- 
dition when compared with the disease caused by H. 
pertussis. The present paper reports 2 fatal cases of 
pneumonia from which B. parapertussis was isolated, 
the object being to point out that infection with B. 
parapertussis is not always innocuous. 
R. E. Bonham-Carter 


334. Immune Response to Early Administration of 
Pertussis Vaccine 

W. W. WappeLtt and C. S. L’ENGLE. Journal of 
Pediatrics [J. Pediat.) 29, 487-492, Oct., 1946. 1 fig,, 
4 refs. 


While admitting that a satisfactory agglutinin response 
cannot be accepted as an absolute measure of immunity, 
the authors set out to show that early administration of 
suitably prepared pertussis vaccine results in a satis- 
factory agglutinin titre. Their object in so doing is to try 
to confer immunity upon the age-group with the highest 
mortality rate. In support of this object they quote 
Dauer’s figures for the mortality rate from whooping- 
cough between 1935 and 1939 in the U.S. (Publ. Hlth 
Rep., Wash., 1943, 58, 661): under3 months, 40%; 6 to 11 
months, 24-2%; 1 year, 21-8%; 2 years 7:1%. To pro- 
vide a base line for their study they estimated the 
agglutinin titres in 22 unvaccinated infants aged 1 week. 
Because 6 of these infants showed no agglutinin and 7 
others had agglutinin titres considered inadequate, the 
authors conclude that hereditary immunity cannot be 
expected with regularity in the newborn. 

The vaccine was given as follows: 0-5 ml. containing 
40,000 million killed pertussis bacilli (phase 1) was 
given to 129 infants aged 1 week, a second dose of 1 ml. 
was given at a month, a third dose of 1 ml. at 2 months, 
and a boosting dose of 1 ml. was given to 50 previously 
vaccinated infants at 6 months of age. Agglutinin 
titres were measured 1 week after each vaccination at 
the ninth, thirteenth, twenty-sixth, and twenty-seventh 
weeks. These results show that at the ninth week 38% 
of vaccinated infants gave an agglutination at a dilution 
of 1 in 3,200, 12% at 1 in 1,600, 7% at 1 in 800, 13% at 
1 in 400. In addition 37 of 50 infants showed agglutina- 
tion at a dilution of 1 in 3,200 1 week after a boosting 
dose at 6 months. The results are compared with the 
agglutinin titres at various ages in 44 infants whose 
vaccination did not begin until the second month. 

A case is apparently made out for early vaccination to 
prevent the disease in the youngest age-group, which 
carries the highest mortality; yet, in their conclusion, 
the authors recommend that immunization should be 
started at 6 weeks to 2 months with a boosting dose at 
the seventh or eighth month. Reactions are not listed, 
but it is stated that the vaccine may be given at this age 
with safety and without local or systemic reactions. 

{It is not clear why the authors recommend vaccina- 
tion at 6 or 8 weeks after showing comparable agglutinin 
titres following their early vaccination method. This 
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adds to the growing weight of American evidence 
in favour Of anti-pertussis vaccination. It should be 
pointed out that until we here have had the opportunity 
jn Britain of giving the American phase | type of vaccine 
a controlled and extended trial we are not in a position 
to criticize this work, which holds out hope of reducing 
mortality and morbidity in what has become one of the 
major hazards of childhood.] R. E. Bonham-Carter 


335. An ‘Epidemiological Study of an Outbreak of 
Pertussis in a Public School 

A. C. RODMAN, W. L. Braprorp, and G. P. Berry. 
American Journal of Public Health [Amer. J. publ. Hith| 
36, 1156-1162, Oct., 1946. 2 figs., 5 refs. 


The authors point out that there is little information 
available regarding the incidence of pertussis following 
schoolroom exposure. One small school epidemic has 
been studied, but there were only 23 children in the group, 
and of these only 3 of the apparently susceptible 15 
developed the disease. 

In September, 1940, an extensive outbreak of pertussis 
occurred among the children attending a school near 
Rochester, N.Y. At this time the school had 205 pupils; 
in addition 74 pre-school children who were family 
contacts were studied. The school was divided into eight 
grades and a kindergarten, and for practical purposes 
each grade can be considered a separate unit, as contact 
between them was so small. The epidemic began in a 
family consisting of the parents and 5 children, and all 
developed the disease except the father, who alone gave 
a history of prior infection. Before the end of the school 
holiday these children had mixed freely with their neigh- 
bours’ children, who numbered 35, and only 1 of the 
latter developed pertussis. On the other hand, when 
this family attended school at the beginning of the term 
they started the epidemic. 

The outbreak was investigated by asking one of the 
parents of each child in the school to answer a questionary. 
From this it was found that of 112 susceptible children 
57 developed pertussis—40 as a result of schoolroom 
exposure only. The spread of the disease within the 
first grade was interesting. When the date of onset of 
each case was recorded, the result showed the type of 
periodicity expected; this conformed to the usually 
accepted incubation period of the disease, and supported 
the contention that the contacts were made in the school- 
room. A similar schoolroom outbreak occurred’ in the 
third grade, and in this instance, of 13 susceptibles, 10 
developed pertussis. It was also apparent that family 
exposure largely accounted for the spread of the disease 
into the kindergarten and the second, fourth, and seventh 
grades. Another point elicited was that 30 of 36 children 
exposed in the families became infected; these 36 children 
included 1 susceptible of pre-school age exposed at home 
to a school child with pertussis, and 22 susceptible 
school-children who were exposed to infection both at 
home and at school. 

With regard to prophylactic vaccination, it was found 
that of 83 unvaccinated children 49 developed pertussis, 
while of 29 who were immunized only 8 contracted the 
disease—a difference which is probably significant. 


Further findings suggested that a dose of 50,000 million 
organisms or more affords better protection than does 
one of less than 50,000 million. Cecil Herington 


336. Factors Affecting the Susceptibility to Bacillary 
Dysentery 

T. THALE and L. Opper. American Journal of Public 
Health (Amer. J. publ. Hith) 36, 1150-1155, Oct., 1946. 
7 refs. 


Bacillary dysentery is almost always prevalent where 
crowds are herded together in bad hygienic conditions, 
due to the increased opportunity for completion of the 
faeces—food-—faeces cycle, and the presence of carriers 
or mild ambulant cases. It is generally believed that 
hot weather and flies favour the spread of the disease, 
but in one mental hospital it was found that there were 
no cases in the summer when the patients could be out 
of doors in the daytime. In addition, occupation and 
mode of life subject some individuals to particular risk; 
for example, poor people living in squalor and “ wet and 
dirty ’ cases in mental hospitals. An inverse relationship 
was found between the intelligence level and the rate of 
morbidity in a hospital for mental defectives. 

It has been claimed that attacks of the disease confer 
immunity; for instance, Army recruits are more suscept- 
ible than veterans. [This can probably be explained by 
the greater care taken by experienced troops in looking 
after themselves.] The value of artificially conferred 
immunity is still in doubt. Cathcart and Gordon 
(Ontario J. Neuropsychiat., 1924, March, p. 52) reported 
that they had used a vaccine for the Flexner Y type of 


dysentery with good results, and Johns and Chalk. 


(Canad. med. Ass. J., 1933, 29, 40) also reported favourable 
results with an oral vaccine. 

In the Norwich State Hospital most cases occurred 
where the elderly disturbed and deteriorated women 
resided. During this study all cases of gastro-enteritis 
were isolated, subjected to at least one stool culture, 
followed by sulphaguanidine 1 g. 4-hourly for a week. 
Periodic stool cultures were done in all cases of dysentery. 
Thus cases and carriers were detected, and the risk of 
transmission was reduced by sterilization of the stools 
with sulphaguanidine. The subjects of the study were 
the above-mentioned elderly disturbed and deteriorated 
women. A polyvalent vaccine incorporating the V, W, 
and Z strains of B. flexneri was prepared and 0-5, 1, and 
1 ml. respectively of the vaccine containing 500 million 
organisms per ml. were given subcutaneously to the 
inoculated group at weekly intervals. Newly admitted 
patients had a much higher case rate than the control 
or inoculated groups, and the incidence of infection was 
slightly higher in the inoculated than in the control groups, 
but the difference was not statistically reliable. It was 
also found that patients classed as uncleanly were much 
more likely to develop infection, particularly if the 
uncleanliness related to excreta, and it is very probable 
that once infected the uncleanly patient is the greater 
menace. The degree of immunity was not affected by 
age differences or variations in general health, nor did a 
previous history of infection result in a lowering of inci- 
dence compared with control patients. It must be 
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surmised that the greater susceptibility of newly admitted 
patients is due to lack of any immunity in the absence of 
previous exposure. Cecil Herington 


337. Pulmonary Manifestations of Brucellosis 

R. L. HapeN and E. R. KyGer. Cleveland Clinic 
Quarterly (Cleveland Clin. Quart.) 13, 220-227, Oct., 
1946. 4 figs., 14 refs. 


A recent review of 227 case records of brucellosis 
revealed that cough was a prominent symptom in 28; 
in 7 the onset was marked by a respiratory infection, and 
in 19 recurring respiratory infections were noted; haemo- 
ptysis occurred in 4 patients. There was radiological 
evidence of hilar and peribronchial infiltration in 11. 
Other respiratory manifestations recorded were laryn- 
gitis, pleurisy and pleural effusion, lung abscess, and 
unresolved pneumonia, while granulomata were present 
in 2 cases. The paper describes in detail 7 cases which 
illustrated the different aspects of respiratory lesions 
attributed to brucellosis. 

[This is not a convincing paper. Although in any 
bacteriaemia there is a possibility of respiratory involve- 
ment, the cases quoted in detail offer no firm evidence 
that the lesions described were due to brucellosis and not 
simply coincidental. The causative organism was not 
recovered from any patient, and, though the authors 
state that they “* have not made a diagnosis on a positive 
skin test alone’, Case 2, which had negative brucella 
agglutinations throughout and a quite atypical clinical 
picture, is regarded as brucellosis on the basis of astrongly 
positive intradermal test. Three other cases with unusual 
features appear to have been diagnosed as brucellosis 
because of the finding of positive intradermal tests, 
possible exposure to infected cattle, and agglutinations 
of 1 in 16, 1 in 80, and 1 in 80, respectively, which later 
became negative. To establish that the concurrence of 
pathological lesions in any patient has a causal and not a 
casual basis, stronger evidence than that found in the 
case summaries embodied in this paper must be 
forthcoming.] Henry Cohen 


338. The Biological Assay and Control of Tetanus 
Toxoid. Part I—The Control of Tetanus Toxoid 

L. GREENBERG, J. GrBBARD, and C. A. MOorreELL. 
Bulletin of the Health Organization (Bull. Hlth Org. L. o. 
N.] 12, 365-383, Oct., 1946. 1 fig., 9 refs. . 


This paper, which comes from the Laboratory of 
Hygiene of the Department of National Health and 
Welfare, Ottawa, is in two parts—one dealing withcontrol 
and the other with the biological assay of tetanus toxoid. 
The authors criticize both the American and the British 
standards for the control of this prophylactic, on the 
ground that the guinea-pig response to immunization is 
so variable that with the small numbers of animals 
stipulated by the regulations the results are not repro- 
ducible. In other words, the same sample may be 
inacceptable -at one time and acceptable at another 
purely on the chance response of the animals. In 
addition no standard preparation of tetanus toxoid 
exists to enable comparable tests to be undertaken. 


The British standard requires a minimum of 9 guinea. 
pigs to test the antigenic value of the toxoid by the 
estimation of the amount of tetanus antitoxin produced 
in terms of international units, while the American stand- 
ard, with a minimum of 10 guinea-pigs, relies on an 
active-protection test against 10 M.L.D. of tetanus toxin. 

The object of this paper is to propose a new method of 
control which will combine identity, toxicity, and potency 
tests. Because there is no standard toxoid the authors 
have introduced an experimental standard. T.A.B.T. 
(combined T.A.B. vaccine and tetanus toxoid) is in 
common use throughout the armed Forces of Can; 
and as large volumes were available a considerable bulk 
was concentrated, distributed into ampoules, and dried 
from the frozen state, and was used to control all the 
assays described in this paper. The principle of the test 
consists in the inoculation into mice or guinea-pigs of 
graded immunizing doses of test toxoid and, after a stated 
interval, the injection of tetanus toxin in an amount 
sufficient to overcome individual animal variation. A 
parallel test is carried out with the standard toxoid. An 
example will explain the method. Standard and test 
toxoids are set up in 3 dilutions: 1 in 4, 1 in 8, and 1 in 
16. Six batches of 20 guinea-pigs (300 to 400 g. weight) 
are prepared and 1 ml. of the appropriate toxoid dilution 
is injected subcutaneously into each member of the batch. 
Fourteen days later every inoculated animal receives 
20 M.L.D. of tetanus toxin and 5 control animals are 
given 1 M.L.D. of the same toxin. When mice are used 
as the test animals both the immunizing and the challenge 
doses are suitably adjusted and the actual volumes of 
material injected reduced to 0-5 ml., but the number of 
animals in each test batch is unaltered. 

The results of assays of 137 tetanus toxoids carried out 
by this method are reported, and more-detailed figures 
are given of the assay of 10 samples in order to demon- 
strate the precision of the test and the reproducibility 
of the results. The authors conclude that their test has 
several advantages over the American and British official 
standards for controlling the potency of this prophylactic. 

[The advantage of including an official standard toxoid 
in all tests to control the potency of tetanus toxoids is 
fully appreciated, but there are good reasons to explain 
the delay in its introduction. The authors do not put 
in a plea for the employment of T.A.B.T. as a permanent 
standard but merely record their results of its use on an 
experimental basis. The British standards are laid down 
essentially to control the safety and antigencity of different 
preparations of tetanus toxoid and, so far as is known, 
British workers have not found the prescribed tests a bar 
to the acceptance of good antigens.] 

H. J. Bensted 


339. Observations on Plague Meningitis 
D. LANDSBOROUGH and N. TUNNELL. British Medical 
Journal (Brit. med. J.) 1, 4-7, Jan. 4, 1947. 8 refs. 


Meningitis has occasionally been recorded as occurring 
in cases of bubonic plague and, very rarely, as primary 
plague meningitis with apparently no buboes. The 
authors give short clinical and laboratory notes of 
8 cases of meningitis among 203 cases of plague admitted 
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to the General Hospital, Chuanchow, in the Fukien 
Province of South China, during the years 1943-5; 
6 were in adults, 1 in a boy aged 4 years, and 1 in an 
infant aged 1 month. All died, and in the case of the 
infant a post-mortem examination was made. Symptoms 
of meningitis first appeared somewhat late in the disease— 
from the ninth to the seventeenth day in different cases 
—and death took place from the twelfth to the twenty- 
ninth day; the authors wonder whether their thera- 
peutic measures, by prolonging the illness in patients 
who would otherwise have died earlier, facilitated the 
involvement of the meninges. Pasteurella pestis was 
found in the lymph nodes or cerebrospinal fluid (5 cases) 
in all the patients; the post-mortem examination of the 
infant showed a thick canary-yellow fibrino-purulent 
exudate covering most of the brain surface, less marked 
on the spinal cord, but forming a jelly-like mass in the 
region of the cauda equina. The ventricles of the brain 
were much dilated by fluid. 

For treatment, sulphathiazole was given by mouth, 
each patient usually getting more than 50 g. in all; in 
1945 anti-plague serum was given to most cases of 
plague—40 ml. intravenously on each of the first 5 days— 
but in 5 of these cases when meningitis appeared the 
serum was injected intrathecally. From more recent 
experience the authors think that sulphadiazine is better 
than sulphathiazole. Daily lumbar puncture for drain- 
age of the subarachnoid space was the rule. 

The authors discuss the pathogenesis of primary 
plague meningitis; they think that infection by way of 
the nasal mucosa was unlikely in their case and suggest 
that in some cases a small bubo might be present and be 
overlooked. J. F. Corson 


340. Primary Tularemia Pneumonia Treated with 
Streptomycin. Report of Two Cases , 

R. J. Atwett and D. T. SmitH. Southern Medical 
Journal [Sth. med. J.] 39, 858-860, Nov., 1946. 3 figs., 
4 refs. 


Case histories are given of 2 patients with primary 
pneumonia due to tularaemia successfully treated with 
streptomycin after penicillin had failed. Definite 
improvement was noted within 48 hours of starting 
streptomycin (5 g. intramuscularly per day). Thereafter 
clinical and radiological recovery was rapid without 
complications or sequelae. Noah Morris 


341. Studies on the Mechanism of Recovery in Pneu- 
mococcal Pneumonia. II. The Effect of Sulfonamide 
Therapy upon the Pulmonary Lesion of Experimental 
Pneumonia 

W. B. Woop and E. N. Irons. Journal of Experimental 
Medicine [J. exp. Med.) 84, 365-376, Oct. 1, 1946. 
15 figs.. 32 refs. 


Experimental pneumococcal pneumonia was produced 
in rats by intrabronchial inoculation of a type I pneumo- 
coccus suspended in mucin. The control animals all 
died in less than 5 days. In the treated group the rats 
received a first dose of 250 mg. of sulphathiazole or 


sulphadiazine followed by 120 mg. daily, the first dose 


being given 6 hours after the infection; 80% of treated 
rats recovered, and the progress of the lesions in the lungs 
was examined by killing animals at intervals. It was 
found that the lesions continued to progress with increase 
of oedema for a period of 18 hours after the beginning of 
treatment. At the end of that time the pneumonia 
stopped spreading, the haemorrhage at the periphery 
disappeared, and the margin became sharply demarcated. 
At this stage the pneumococci in the lesions were swollen 
and stained irregularly, indicating a slowing of multi- 
plication. Forty-two hours after the start of the treat- 
ment the zone of oedema had disappeared and most of 
the organisms were within the phagocytic cells, the number 
in each rarely exceeding 5 or 6. The appearance at the 
periphery was similar to the appearance in the deepest 
parts of the lesions in untreated animals. By the fourth 
day no pneumococci could be found. 

Phagocytosis plays an important part in the destruc- 
tion of the organisms in treated rats, and the sulphon- 
amides bring about recovery by exerting a bacteriostatic 
effect, stopping the spread of the pneumococci, and 
allowing the alveolar phagocytic cells to ingest the 
pneumococci. It is pointed out that sulphonamides 
take longer to produce this effect than an anti-serum 
which immobilizes the cocci at once and allows the 
phagocytes to act. This sulphonamide treatment was 
also carried out in rats previously rendered leucopenic 
by exposure to x rays. In these animals the macrophages 
alone were able to ingest all the pneumococci and destroy 
them with complete resolution of the lesion. Phago- 
cytosis was observed in the lungs of animals with 
bacteriaemia and, as previously stated, it started 18 hours 
after the treatment was begun. Both these facts make it 
unlikely that type-specific opsonins can be present when 
phagocytosis starts and it therefore appears that, 
contrary to previous theories, these opsonins are not 
essential for phagocytosis. G. A. H. Buttle 


342. Studies on the Mechanism of Recovery in Pneu- 
mococcal Pneumonia. III. Factors Influencing the Phago- 
cytosis of Pneumococci in the Lung during Sulfonamide 
Therapy 

W. B. Woop, C. McLeop, and E. N. Irons. Journal of 
Experimental Medicine {J. exp. Med.] 84, 377-386, Oct. 1, 
1946. 8 figs., 28 refs. 


If pneumococci cannot be ingested by leucocytes 
without previous damage to the capsule or alteration of 
its surface by type-specific opsonins, the phagocytosis in 
the lungs of animals receiving sulphonamides can be 
explained either by damage to the capsules of the pneu- 
mococci by the drug, or on the assumption of the pre- 
sence of opsonins either in the serum or locally in the 
lesions. Experiments have been designed to test these 
possibilities. Pneumococci exposed to sulphapyridine 
and subsequently washed were not ingested by the 
leucocytes in normal rat blood, but this blood was able 
to deal with the cocci in the presence of type-specific anti- 
body. Normal antibody cannot be demonstrated in the 
rats and acquired antibody does not appear in the serum 
of the treated rats for 3 days, while phagocytosis is seen 
on the second day. Antibody cannot be demonstrated 
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in the lung when phagocytosis is starting, but when 
fresh pneumococci are blown into the lung through the 
bronchi at this stage they are ingested within an hour. 
This action is not dependent on the cocci being of the same 
type as the original infection nor is it affected by pre- 
vious injection of large doses of type-specific poly- 
saccharide. It is considered that this phagocytosis is 
not dependent on type-specific antibody. 
G. A. H. Buttle 


343. Studies on the Mechanism of Recovery in Pneu- 
mococcal Pneumonia. IV. The Mechanism of Phago- 
cytosis in the Absence of Antibody 

W. B. Woop, M. R. SmirH, and B. Watson. Journal 
of Experimental Medicine [J. exp. Med.) 84, 387-402, 
Oct. 1, 1946. 24 figs., 29 refs. 


Experiments were designed to test phagocytosis on a 
surface rather than in a bulk of liquid. The material 
of which the surface was to be tested was placed on the 
bottom of a Petri dish lined with filter paper soaked in 
Locke’s solution. The leucocyte—pneumococcus mixture 
was distributed over the surface and the dish was sealed 
and incubated for from | to 3 hours. Smears were made 
and stained with methylene blue. It was found that 
surfaces consisting of any animal tissue, including clotted 
plasma but excepting gastric mucosa, allowed phago- 
cytosis to take place in the absence of type-specific 
opsonin. The action continued on surfaces of boiled 
tissues. Any other rough substance—such as filter 
paper, fibre glass, cloth, or gelatine sponge—also per- 
mitted phagocytosis, whereas smooth substances such as 
glass or paraffin did not do so. Opsonins were only 
necessary to allow phagocytosis when the leucocytes 
were free in a fluid medium. Direct observation in the 
lung showed that the leucocytes could only ingest the 
organisms when they were trapped against the alveolar 
walls. As soon as the pneumococci have been ingested 
the leucocytes digest them within a few hours. The 
authors consider that the phenomenon of surface 
phagocytosis provides an explanation of the mechanism 
of the recovery in pneumococcal pneumonia. 

G. A. H. Buttle 


344. Streptomycin in the Treatment of Influenzal 
Meningitis of Children 

G. B. LOGAN and W. E. HERRELL. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 21, 
393-400, Oct. 16, 1946. 1 fig., 14 refs. 


Four cases are described of Haemophilus influenzae, 
type B meningitis, in patients aged 5 years, 8 months, 
16 months, and 16 months. Streptomycin, sulpha- 
diazine, and type-specific rabbit antiserum were employed 
in treatment. In the 2 children aged 16 months, there 
was clinical and laboratory evidence of the persistence 
of the infection until streptomycin therapy was begun. 
One child recovered and the other died after a prolonged 
illness from hydrocephalus and not from the acute 
infection. In the fatal case, however, streptomycin 
therapy was not begun until the twenty-third day of the 
disease. Three of the children recovered but 1 was 


noted to be deaf. This child was still unable to hear 
when examined 6 months later. Deafness has been 
recorded in a few instances of influenzal meningitis, anq 
is thought to be produced in the same way as the deafness 
which commonly occurs after meningococcal meningitis, 
Streptomycin in these cases was given both intra. 
muscularly (100,000 units 3-hourly) and intrathecally 
(100,000 units every 48 hours). Evidence was, however, 
obtained that the intrathecal injections were unn : 
and they were discontinued early in the last case. After 
intramuscular therapy alone random samples of the spinal 
fluid revealed a concentration of 15 to 30 units of 
streptomycin per millilitre. On one occasion, 2 hours 
and 15 minutes after the intramuscular injection the 
spinal fluid contained 28 units of streptomycin per 
millilitre. In the third case, the organism was tested for 
sensitivity to streptomycin and there was complete 
inhibition of growth at a concentration of 1-25 units of 
streptomycin per millilitre. An addendum cites seven 
published contributions on the streptomycin treatment of 
influenzal meningitis which appeared after the prepara- 
tion of this article. H. Stanley Banks 


345. A Survey of the Outcome of 20 Cases of H. 
influenzae Meningitis Related to Bacterial Type 

K. ZINNEMANN. British Medical Journal (Brit. med. J. 
2, 931-936, Dec. 21, 1946. 25 refs. 


This is a valuable survey of Haemophilus influenzae 
meningitis based upon 20 collected cases, 19 of them 
caused by Pittman’s type B. The incidence of sporadic 
cases in Britain is undoubtedly increasing. The author 
points not only to the variable types of meningitis caused 
by H. influenzae, ranging from the fulminating to the 
protracted form suggesting tuberculous meningitis, but 
also to the fact that, in infants especially, meningitis may 
be masked by an early respiratory tract infection [or 


enteritis], and thus be diagnosed too late for effective 


treatment. 

The author reviews the advances in treatment and 
consequent reduction of the fatality rate from 97 to 
143% in a recent series of cases (reported by Smith, 
Wilson, and Hodes, J. Amer. med. Ass., 1946, 130, 331) 
treated with a combination of sulphonamides and H. 
influenzae type B rabbit antiserum (now available in 
Britain through the Central Public Health Laboratory 
Service). Contrary to the results of early investigations 
some strains of H. influenzae are penicillin-sensitive, and 
this antibiotic has been used with success in combination 
with sulphonamides, of which sulphadiazine and sulpha- 
mezathine are the most effective. Streptomycin has 
also been used, but further clinical trials are desirable. 
It has been suggested that a synergistic reaction may 
take place when these antibiotics are combined with the 
sulphonamides or specific rabbit antiserum. Treatment 
must be early and intensive. As soon as a Clinical 
diagnosis of meningitis is made and cerebrospinal 
fluid is withdrawn for culture, sulphadiazine or sulpha- 
mezathine should be given, and, if the particular strain 
proves sensitive, penicillin should be administered 
systematically and intrathecally. In type B infections 
specific rabbit antiserum is also indicated. Apart from 
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therapy, the author suggests a daily intra- 
thecal dose of 50,000 units of penicillin in two 12-hourly 
administrations, the dose being reduced if clinical 
improvement occurs but not discontinued until 7 days 
after the cerebrospinal fluid has become sterile. 
The author describes the main points of Alexander’s 
routine treatment with sulphonamides and _ rabbit 
antiserum as follows: 


1. The first dose of sulphadiazine or sulphamezathine is 
given intravenously. 

2. A continuous intravenous saline drip is established for 
2%4hours. The remainder of the daily dose of sulphonamide 
—that is, 0-1 g. per kilo body weight in all— should be added 
tothe drip. After the first 24 hours sulphonamide therapy 
is continued by mouth. The daily dose is 0-1 g. per kilo 
body weight, and is continued until 7 days after the C.S.F. 
is first shown to be sterile. Earlier cessation of sulphon- 
amide treatment carries the risk of relapse. 

3. The dose of specific serum to be administered is roughly 
determined by the glucose content of the C.S.F. ... The 
specific antibody present in the therapeutic serum is given in 
milligrams of antibody nitrogen. The accompanying Table 
is a guide to the dosage of antiserum. 


Table showing Dosage of H. influenzae type B Rabbit 
antiserum based on Glucose Content C.S.F. 


Glucose in C.S.F. Indicated dose of antibody 


(mg. per 100 ml.) nitrogen (mg.) 


4. The patient’s progress is judged to a large extent by the 
changes in the C.S.F., which is examined daily. If within 
24 hours sugar and chlorides have risen, no organisms are 
seen in direct smears, and the patient’s serum causes capsular 
swelling when diluted 1 in 10, no further serum is required 

rovided the C.S.F. continues to become normal; cultures 

come and remain sterile; and free antibody as shown by 
the capsular swelling test persists in the serum in adequate 
excess. If progress is not satisfactory at the end of 48 hours 
from the initiation of serum therapy a further dose equivalent 
to 25 mg. of antibody nitrogen should be given intrathecally. 


The author refers to 2 protracted cases described by 
Alexander in which a striking improvement followed 
the intrathecal introduction of air together with anti- 
serum. “‘ Alexander suggests that adhesions . . . are 
loosened, and she also advocates the injection of heparin 
intrathecally to prevent clotting.”’ E. H. R. Harries 


346. Evaluation of Therapeutic Agents in Plague. A 
Review of the Literature 

R. F. PLratzer. United States Naval Medical Bulletin 
[Nav. med. Bull., Wash.| 46, 1674-1689, Nov., 1946. 
53 refs. 


347. A Practical Method for Mass Production and 
Transfer of Xenopsylla cheopis 
A. H. Journal of Parasitology [J. 
Parasitol.] 32, 463-464, Oct., 1946. 1 fig. 


348. Staphylococcal Food-Poisoning by Meat-Pie Jelly 
F. A. Becam. Lancet [Lancet] 1, 64-65, Jan. 11, 1947. 
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349. The Relative Importance of the Renal and Hepatic 
Lesions in Experimental Leptospirosis Icterohaemorrhagica 
J. A. H. Wyuie. Journal of Pathology and Bacteriology 
[J. Path. Bact.] 58, 351-358, July, 1946. 6 figs., 28 refs. 


Following the observation of the variable extent of 
the liver changes in experimental leptospirosis, experi- 
ments were undertaken to investigate the cause of death 
in the experimental infection. A strain of Leptospira 
icterohaemorrhagiae of constant virulence was used; an 
approximately standard inoculum caused death invariably 
on the eighth day on intraperitoneal inoculation into 
guinea-pigs weighing 300 to 400 g. In the first experi- 
ment, to investigate the renal lesion, 20 guinea-pigs were 
used, and in each the renal changes were found to be the 
same—namely, glomerular engorgement and necrosis 
of tubular epithelium; the mean urea content of the 
heart blood withdrawn from moribund animals was 
231.3 mg. per 100 ml.; the figure for 20 healthy controls 
was 16:25 mg. 

The experience of other workers that certain protein 
derivatives appear to exert a protective action on the 
liver in experimental liver damage led to a second experi- 
ment wherein 40 pairs of guinea-pigs were injected with 
the leptospiral inoculum; of these, 20 pairs were also 
given daily subcutaneous injections of methionine in a 
dosage of 1 mg. per kilo of body weight; the remaining 
20 pairs were left as untreated controls. The results were 
as follows. The mean figure for blood urea in the 
treated animals was 216 mg., and in the controls it was 
212 mg. per 100 ml.; liver necrosis was present in 2 of 40 
treated animals and in 26 of 40 control animals. The 
experiment was repeated on 12 pairs of guinea-pigs from 
the point of view of the liver changes, and resulted in 
1 treated animal and 7 controls showing necrosis. It 
was also noticed that animals with extensive liver necrosis 
had gross haemorrhages elsewhere; and vice versa. 

While no attempt is made to interpret the significance 
of the methionine treatment, the author states that death 
of the animal appears to be due to the renal lesion, and 
that the hepatic lesions are inconstant under controlled 
conditions, and do not influence the intensity of the 
jaundice or the time of survival. W. S. Killpack 


350. Weil’s Disease: A Rare Condition? 
K. Ropertson. British Medical Journal (Brit. med. J.] 
2, 810-813, Nov. 30, 1946. 9 refs. 


Reviewing his experiences of the diagnosis and treat- 
ment of a series of 34 cases of Weil’s disease, the author 
emphasizes the growing belief that this condition is by 
no means rare and also that it is not almost exclusively 
found in certain industrial groups such as sewer workers 
and miners. In the present series, for example, the 
first 4 cases were infected while bathing or working in a 
particular stream. 

He also considers that diagnosis is possible in the first 
few days of illness from clinical evidence alone. Of 
special significance are the muscle pains, which are often 
intense and may persist for some days. The pains are 
in the muscle and are not related to the joints. During 
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this phase, pressure over muscle, particularly in the limbs, 
is intolerable. Headache is severe and neck rigidity may 
be present with a positive Kernig’s sign, suggesting 
meningitis. The cerebrospinal fluid may be normal, but 
more often there is a slight increase in protein with a 
pleocytosis which may reach several hundred cells per ml. 
The sodium chloride level is normal but the urea content 
is increased. Contrary to what is usually recorded, the 
author finds the leucocyte count normal in the first few 
days but a polymorphonuclear leucocytosis the rule 
when tthe jaundice appears. The blood urea level is 
raised from the earliest stages, and the height reached 
provides a good indication of the severity of the infection. 
The value of repeated serological examinations is 
stressed. Not only is an increasing agglutination titre of 
more value than a single test, but severe cases may not 
show agglutinins in the blood until later than usual 
(that is, after the seventh day). 

With early diagnosis the author considers that anti- 
leptospiral serum is useful in treatment. Massive doses 
are given—1 case received 480 ml., and a further 280 ml. 
for a relapse occurring 1 week later. Penicillin therapy, 
20,000 to 50,000 units 4-hourly, was tried in a few cases 
with varied success, but it is suggested that early 
administration of penicillin would prove of benefit. 
General treatment is aimed at protection of the kidneys. 
The patient is put on a low-protein diet and given fluids 
and glucose freely. If the output of urine falls, more 
drastic measures should be started. These may include 
an intravenous drip of saline, glucose-saline, or glucose, 
with a careful maintenance of salt balance to avoid 
pulmonary complications, and the application of heat 
or short-wave diathermy to the renal areas. A high 
spinal analgesia was used in 4 cases with anuria to re- 
establish renal function by invoking sympathetic release. 
In each instance secretion of urine occurred, and 2 cases 
(blood urea about 300 mg. per ml.) went on to complete 
recovery. In spite of re-starting secretion the other 2 
cases (blood urea over 500 mg. per ml.) succumbed. In 
future it is proposed to use this method earlier in 
threatening cases. J. C. Broom 


351. An Unusual Case of Weil’s Disease 
H. JACKSON and S. OLeEsky. British Medical Journal 
[Brit. med. J.] 2, 813-814, Nov. 30, 1946. 6 refs. 


The authors report a case of Weil’s disease showing 
the clinical syndrome associated with bilateral adrenal 
haemorrhages; they stress the need for considering 
Weil’s disease in the differential diagnosis of cases of 
jaundice or nephritis. The patient was a butcher aged 
56, and was admitted to hospital on the sixth day of 
illness with marked jaundice. Retching and hiccup 
were frequent and thirst was intense; sweating was 
profuse although dehydration was severe. Temperature 
was 96° F. (35:6°C.), pulse 130, and respirations 30. 
Circulatory collapse was marked—pulse thready; 
extremities cold; systolic blood pressure 80 mm. A 
state of muttering delirium supervened, and the patient 
died 20 hours after admission. Blood taken before 
death showed a polymorph leucocytosis: blood urea was 
270 mg. per 100 ml. Serum agglutinated Leptospira 


icterohaemorrhagiae to a titre of 1 in 400. At necro 
haemorrhages were found in lungs, stomach, ile 
kidneys, and adrenals. Leptospirae were found in 
sections of the kidney, particularly around the tubules, 
but not in the liver—the usual finding in man. 

J. C. Broom 


352. A Review of References to the Bone Lesions of 
Yaws 

C. J. Hacxetr. Tropical Diseases Bulletin (Trop. Dis, 
Bull.) 43, 1091-1104, Dec., 1946. 75 refs. 
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353. Concerning Exoerythrocytic Forms and the 
Evidence for their Existence in Human Malaria 
D. G. Davey. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop, 
Med. Hyg.] 40, 171-182, Oct., 1946. 35 refs. 


This review of the evidence for the occurrence of 
exoerythrocytic forms in human malaria does not con- 
tain any original contribution. The term “ exoery- 
throcytic ” was introduced by James and Tate in 1937 
to describe certain forms of Plasmodium gallinaceum 
found in cells of the reticulo-endothelial system of chicks, 
These forms are much larger than the parasites found in 
red blood corpuscles and they contain no pigment since 
they are not in contact with haemoglobin. They have 
now been demonstrated in most species of bird malaria, 
In 1944 it was shown by Huff and Coulston that when 
sporozoites of bird malaria are introduced into the body 
they first invade reticulo-endothelial cells and become 
exoerythrocytic forms; after about three generations 
they begin to invade the red blood corpuscles, appearing 
as the well-known malaria parasites; later, intra- 
corpuscular forms may give rise to exoerythrocytic forms 
and conversely. 

Schaudinn claimed to have demonstrated in human 
malaria that sporozoites passed directly into red blood 
corpuscles, but no one has ever been able to repeat his 
work and this claim is now generally discredited. It is 
now believed that the sporozoites of human malaria pass 
into the tissues and undergo some kind of exoerythro- 
cytic development there before appearing in the red cells. 
Tne evidence which has led to this belief is indirect. 
During the first 8 days after inoculation of sporozoites 
of P. vivax into a man (or the first 6 days in the case of 
P. falciparum) it is not possible to demonstrate malaria 
parasites in the circulating blood by subinoculation of 
even large amounts of blood (up to 500 ml.) into another 
volunteer. Secondly, if men are inoculated with the 
blood forms of malaria the resultant infection is quite 
easily prevented or completely cured by quinine or 
mepacrine, but if they are inoculated with sporozoites 
then quinine or mepacrine given during the incubation 
period does not prevent the subseqpent attack of malaria, 
and these drugs cannot completely cure infections with 
P. vivax if given after the atiack has developed. The 
presence of these hypothetical tissue forms would explain 
other features of P. vivax infections, such as the inability 
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of antimalarial drugs to prevent relapses; in other words, 
quinine and mepacrine destroy the forms in the erythro- 

but cannot kill the forms in the tissues. With 
P. falciparum there is much less tendency to relapse, 
and radical cure can usually be secured by mepacrine or 
“ paludrine *’, so that the tissue forms must be much less 
persistent than those of P. vivax. 

[Although there is thus good evidence that these 
exoerythrocytic forms do occur in human malaria, it 
must be emphasized that they have not yet been demon- 
strated by direct microscopical examination in spite of 
intensive search in different parts of the world during 
the last 2 years.] F. Hawking 


354. A Survey with Histoplasmin in Dublin 

E. J. MCWEENEY, M. Crowe, M. DUNLEvy, and M. 
MacAaNn. Journal of the Medical Association of Eire [J. 
med. Ass. Eire] 19, 162-165, Nov., 1946. 21 refs. 


Histoplasmosis, a form of mycosis caused by Histo- 
plasma capsulatum and in most cases diagnosed at 
necropsy, has until recently been regarded as a rare 
disease, most of the cases have been recorded from 
America. However, the introduction in 1945 of a skin 
test for its diagnosis has revealed not only a wider 
incidence but also the existence of benign infections with 
H. capsulatum. The skin reaction is produced with 
histoplasmin, an antigen prepared from the broth filtrate 
of a culture of the fungus isolated from the blood of a 
dying patient. The reaction, following intradermal 
injection of histoplasmin, was observed in the course of 
surveys in a number of persons showing no apparent 
symptoms. Furthermore, evidence was adduced of the 
association of this infection with pulmonary calcification. 
Calcified nodules were also revealed in the lungs of 
persons infected with the fungus Coccidioides immitis 
and reacting to a skin test with coccidioidin. Further 
investigations revealed antigenic relationship between 
the related fungus infections, suggesting that the skin 
tests were not specific. At the same time the existence 
of pulmonary calcification in these forms of mycosis 
served to throw light on cases in which tuberculous 
lesions were thought to be present but which failed to 
react to tuberculin. Such cases, when histoplasmin- or 
coccidioidin-positive, are thought to be due to infection 
with the corresponding fungi. According to the authors, 
“ This finding makes it apparent that . . . the relation- 
ship between pulmonary calcification and tuberculosis 
can no longer be regarded as straightforward, and 
emphasizes the need for more critical assessment of 
diagnostic criteria lest morbidity statistics of tuberculosis 
be invalidated ”’. 

To determine whether a similar situation exists in 
Dublin the authors carried out a histoplasmin survey in 
3 schools. Of 320 children examined, 129 were tuber- 
culin-positive, including 13 with radiological evidence of 
calcification, but none reacted to histoplasmin. It is 
concluded that even these negative results form a 
contribution to the study of histoplasmosis, and attention 
is drawn to the existence of many other fungi “ which 
may produce lung conditions having a clinical picture 
akin to that of tuberculosis ”’. C. A. Hoare 


355. The Effect of Anti-malarial Drugs on Plasmo- 
om falciparum (New Guinea Strains) Developing in 
tro 
R. H. BLack. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 40, 163-170, Oct., 1946. 6 figs., 8 refs. 
/ 


Blood drawn from a patient (blood group O4) infected 
with Plasmodium falciparum (about 100,000 parasites 
per c.mm. of blood) was defibrinated by stirring, and 
centrifuged. Three large drops of the packed red cells 
were then pipetted off and mixed with 5 ml. of serum 
containing 0-1 ml. of a 50% solution of glucose. The 
mixture was contained in a flat-bottomed tube 
(7-5 x 1-25 cm.) and was incubated aerobically at 37° C. 
In control cultures all parasites did not complete the 
cycle of development, but in some instances a reinfection 
of red cells occurred, although sometimes not for 72 hours. 
When the effect of a drug was being determined the serum 
for the culture was prepared from the blood of a healthy 
volunteer receiving the drug. In this way the actual 
effect of the concentration of the drug, or its metabolites, 
in the serum, associated with any particular treatment, 
could be studied. Also, since the volunteer had not had 
malaria, the action of immune bodies was excluded. 
The drugs used and the results obtained were: 
(a) “ Paludrine ”’ did not inhibit the early growth of the 
ring forms, and events apparently proceeded normally 
to the stage immediately preceding the formation of 
schizonts. Then the parasites ceased to develop. The 
chromatin material did not divide, and the cytoplasm 
became vacuolated. The effect [which is illustrated in 
an excellent coloured plate] was obtained with serum 
prepared as early as 1 hour from the blood of a patient 
who had received a single dose of 100 mg. of drug. The 
interesting fact is recorded that ring forms of P. falci- 
parum “* which has been exposed for about three hours to 
paludrine in a treated patient developed normally when 
cultivated in normal serum”. (5b) M.4430 had an effect 
similar to that of paludrine [this substance is very similar 
to paludrine in constitution]. (c) Atebrin (mepacrine) 
in concentrations greater than 190 yg. per litre inhibited 
the development of the parasites at the amoeboid stage; 
at 120 wg. per litre there was no apparent effect. 
(d) ** Sontochin”’ (S.N.6911) at a concentration calcu- 
lated to be 300 yg. per litre and (e) ‘‘ resochin”’ (S.N.7618, 
chloroquin) at a concentration calculated to be 200 to 
300 yg. per litre had much the same action as mepacrine. 
(f) Quinine, at a concentration ranging between 6 and 
8-8 mg. of base per litre, prevented development beyond 
the preschizont stage, and caused eventual degeneration 
of all the parasites in three strains studied. Parasites 
of a fourth strain, although retarded, completed schizo- 
gony. (g) Pamaquin (the patient contributing the 
serum received 0-02 g. of base 2-hourly for 4 doses and 
was bled 3 hours after the last dose) inhibited the 
development, more or less completely, of one strain, 
but only retarded that of a second. (h) Sulphadiazine 
(137 mg. per litre) allowed the development of schizonts, 
but the majority of these then degenerated. 

[This paper is of interest for three reasons: (1) The 
effect of antimalarial drugs on P. falciparum is determined 
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in vitro by using the drugs in the form and concentration 
which they have in the blood in vivo. (2) It shows that 
the action of the drugs is a direct one. (3) It shows that 
different drugs have different effects on the parasites.] 
D. G. Davey 


356. Growth of Protozoa in Tissue Culture. II. 
Plasmodium relictum, Exoerythrocytic Forms 

F. HAWKING. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 40, 183-188, Oct., 1946. 17 figs., 11 refs. 


In this work substantially the same technique was used, 
and similar results obtained, as in the author’s previous 
work on Plasmodium gallinaceum (Trans. R. Soc. trop. 
Med. Hyg., 1945, 39, 243). Pieces of spleen taken 
from a canary infected with sporozoites of P. relictum 
were embedded in the usual way in clotted chicken 
plasma, and bathed in a fluid containing 20% chicken 
serum, 20% embryo extract, 60% Ringer-Tyrode solu- 
tion, about 3 units of penicillin per ml., and enough 
phenol red to give a pink colour. The medium was 
changed every 5 days. Growth of the canary cells in 
such a medium, derived for the most part from chickens, 
was not entirely satisfactory, but cultures were main- 
tained up to 19 days, and parasites were still present at 
this time. Their morphology is described, and fully 
illustrated in drawings and photographs; one plate is 
coloured. D. G. Davey 


357. Latency and Long-Term Relapses in Benign 
Tertian Malaria 

P. G. Suute. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med. Hyg.) 40, 189-200, Oct., 1946. 3 refs. 


Latency in benign tertian malaria may occur: (1) under 
natural conditions; (2) as a result of drug prophylaxis; 
(3) in the presence of mixed infections; and (4) as a 
result of immunity to one strain. (1) In Eastern Europe 
malaria is often latent during the winter, but there are 
many relapses in early spring, 6 months or more after the 
infection is first incurred. In 9 patients observed by 
Shute, in whom the incubation period was unduly pro- 
longed owing to lightness of the original inoculation of 
sporozoites, the latent period lasted for an average of 
282 days before malaria developed. (2) The initial 
attack is suppressed when quinine, pamaquin, or 
mepacrine is taken for the first 1 to 3 weeks after sporo- 
zoites have been introduced into the body; typical 
malaria eventually appears after a latent period of several 
months. In 19 such patients the incubation period 
averaged 263 days. (3) If sporozoites of P. falciparum 
and P. vivax are introduced at the same time the first 
attacks of malaria are commonly due to P. falciparum 
and malaria due to P. vivax does not appear until some 
months later. (4) If mental patients have been treated 
with Shute’s Madagascar strain of P. vivax they become 
immune to this particular strain; if they are then 
inoculated with a different strain of P. vivax they may 
not develop fever and parasites until after an incubation 
period of several months. Long term relapses following 
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adequate chemotherapeutic treatment of the primary 
attack occur after a similarly prolonged latent period: 
cases are described in which this latent period before 
relapse was as long as 229 to 238 days. 

All these phenomena seem to be due to some factor in 
the life cycle of P. vivax. It is postulated that sporo. 
zoites are less susceptible to quinine and mepacrine than 
the parasitic forms in erythrocytes, that they enter the 
tissues where they pass into a resting stage lasting 8 or 
9 months (during which period the infection is latent, 
apart from the initial attack of malaria), and that eventy- 
ally they invade the erythrocytes causing a clinica] 
attack of malaria once more. These hypothetical tissue 
forms are apparently more susceptible to pamaquin than 
to any other drug at present known. This hypothesis 
is supported by analogy with the exoerythrocytic forms 
which are known to be present in most species of bird 
malaria. It is now generally accepted that these hypo- 
thetical tissue forms almost certainly occur in human 
malaria, a fact which explains (a) the non-infectivity of 
the blood during the incubation period of benign and 
malignant tertain malaria; and (5) these prolonged 
latent periods which are characteristic of benign tertian 
malaria. If this hypothesis is correct a drug such as 
pamaquin, which will prevent relapses, would also be 
successful as a causal prophylactic, preventing infection 
by sporozoites. F. Hawking 


358. The Pathology of Acute Falciparum Malaria 
S. Sprrz. Military Surgeon [Mil. Surg.] 99, 555-572, 
Nov., 1946. 32 figs., 26 refs. 

This paper discusses the findings in material received 
from 50 fatal cases of Plasmodium falciparum infection 
in soldiers of the United States Army in all theatres of 
operations. It is concluded that there is no correlation 
between clinical symptoms and the “ plugging” of 
parasitized vessels in an organ. Cerebral lesions were 
most often seen while haemoglobinuric changes in the 
kidneys were relatively frequent. [There is little in this 
paper that is new.] W. S. Killpack 


359. A Case of Cerebral Malaria in Great Britain 
J. B. Ryper and R. T. Towson. British Medical 
Journal (Brit. med. J.] 2, 815-816, Nov. 30, 1946. 5 refs. 


On the day of arrival in the United Kingdom after a 
voyage from West Africa a sailor developed fever, and 
4 days later coma, when examination of a blood film 
revealed the presence of P. falciparum. He was given 
quinine intravenously, cerebrospinal fluid was withdrawn, 
and glucose saline was administered. Within 2 days 
from the start of this treatment consciousness returned; 
further convalescence was uneventful. He was later 
given a standard quinine-mepacrine course. 

The authors discuss the differéntial diagnosis, and 
rightly emphasize that a history of exposure to risk of 
malaria, the occurrence of headaches, vomiting, and 
rigors, and the sudden onset of coma are highly suggestive 
of cerebral malaria, and should always lead to an 
immediate examination of the blood. 

F. Murgatroyd 
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360. A Malaria Survey at Wewak, New Guinea 

J. M. MAcKERRAS and J. E. C. ABERDEEN. Medical 
Journal of Australia (Med. J. Aust.) 2, 763-771, Nov. 30, 
1946. 11 figs., 20 refs. 


The district of Wewak is on the north coast of New 
Guinea and about 3 degrees south of the equator. 
Some 1,000 refugee natives from scattered villages had 
settled about 10 miles west of Wewak some 2 months 
before the malaria survey was made. About half of 
these were examined; random samples were taken 
representing age and sex groups, the age-groups com- 
prising infants in arms, children aged from 2 to 12 years, 
and adults; no adolescents were included. The spleen 
was palpated with the subject lying on his back, a modi- 
fication of Schiiffner’s method of recording being used. 
The blood was examined in stained films; 1 c.mm. of 
finger blood was taken in a loop of thin wire, 1 mm. in 
diameter, and spread on a slide to make a circular film 
5mm. in diameter. The films were dried in air, fixed by 
heat, and stained by a modification of Field’s method. 
One worker with 3 assistants could examine about 70 
persons in an hour. 

Anopheline mosquitoes (A. punctulatus farauti) were 
caught and dissected; 483 were caught in one night [a 
misprint in the text gives the number as 843]. The 
odcyst rate was 3-5% and the sporozoite rate 2%; filaria 
embryos were also found in 3%. The age of the mos- 
quitoes was estimated by examining the ovaries. The 
results are shown in tables and graphs; corresponding 
figures for a group of 200 Japanese in the area and a 
group of 524 Australian soldiers were added for com- 
parison as shown in the following table: 


TABLE 1 
Observation 2 
| 8 
Spleen rate .. -- | 93%| 92% | 60% | 55%) 8%| 10% 

Average enlargement 

of spleen .. | 22 | 15 | 12 | 10)05) — 
Parasite rate -. | 92%| 59% | 33% | 29% 147%) 5% 
Gametocyte rate .. | 49%| 16%] 5%| 6%|22%|2-5% 


* The spleen rate is based on = yee. 
, no. of infections 
[This was probably persons examined 100] 


Three species of malaria parasites, P. vivax, P. falci- 
parum, and P. malariae, were found; a graph shows that 
in infants P. vivax was present in over 65%, P. falciparum 
in over 50%, and P. malariae in about 12%; in the group 
of children the corresponding figures were about 22, 32, 
and 16%, and in adults about 6, 23, and 4% respectively. 
Among the Japanese P. vivax was present in about 22%, 
P. falciparum in about 33%, and P. malariae was not 
found, while in the Australian group P. falciparum 


(about 6%) alone was present. The critical gametocyte 
rates in the following table are interesting in relation to 
the reservoirs of infection: 


TABLE 2 
Gametocytes 
Group 
P. falciparum, P. vivax, 
over 40 perc.mm.} over 10 per c.mm. 
% % 
Infants .. 45 i9 
Children 0 4 
Adults .. 0 0 
Japanese 4 
Australians 0-6 0 


The group of infants was by far the most important 
for the transmission of malaria to others; the Japanese, 
however, being in close contact, were the most important 
source of infection for the Australian soldiers. The 
authors draw attention to the fact that in the Wewak 
population the number of parasites in the blood and the 
spleen rates was highest in the infants instead of in the 
age-group 3 to 5 years, as is usually the case. They 
regard this as an indication of early development of 
immunity. J. F. Corson 


361. A Possible Mode of Action of ‘* Paludrine ” 
F. H. S. Curp and F. L. Rose. Nature (Nature, Lond.] 
158, 707-708, Nov. 16, 1946. 1 ref. 


** Paludrine ” forms a copper derivative in which two 
molecules of the drug combine with one atom of copper. 
The probable spatial formula of this copper complex 
shows a striking resemblance to the formula of the metal 
protoporphyrins. For this and other chemical reasons 
it is suggested that the antimalarial action of paludrine 
may be connected with an interference with the porphyrin 
metabolism or enzyme systems of the parasite. 

F. Hawking 


362. A New Method of Identification and Determination 
of Atebrin in the Urine. (Un nuevo proceder para la 
identificacién y valoracién de la atebrina en orina) 

J. APARICIO GARRIDO and G. PIEDROLA Git. Medicina 
Colonial [Med. colon.] 9, 148-166, Feb. 1, 1947. 6 figs., 
14 refs. ‘ 


363. A New Method of Demonstrating Malarial 
Parasites in the Peripheral Blood 

H. N. CHATTERJEE. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. R. Soc. trop. 
Med.] 40, 501-503, March, 1947. 11 refs. 


364. The Australasian Anophelines as Vectors of 
Malaria 

I. M. Mackerras. Medical Journal of Australia [Med. 
J. Aust.) 1, 1-8, Jan. 4, 1947. 27 refs. 


— 
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365. Leishmaniasis in Greece 

B. Matamos. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.) 39, 799-801, Oct., 1946. 
7 figs. 


The author gives a brief account of leishmaniasis in 
Greece, where all forms of the disease are endemic. 
In Greece, as in other parts of the Mediterranean area, 
kalar-azar is a children’s disease, affecting mostly those 
between the ages of 2 and 4. Parasitological diagnosis 
is made by puncture of the spleen or sternum with the 
Aravantinos syringe, which is illustrated. It is noted 
that in treatment higher doses of drugs are employed 
than in Eastern Asia. Oriental sore is widespread, 
outbreaks often assuming an epidemic form. It affects 
all ages; the lesions occur chiefly on the uncovered parts 
of the body, and vary considerably innumber. Diagnosis 
is based on detection of the parasite in smears obtained 
from the periphery of the sores. Oriental sore is treated 
by local injections of emetine or mepacrine, while in 
Crete 10% powdered vegetable charcoal in concentrated 
sulphuric acid is applied locally. No treatment seems to 
be fully effective. Canine leishmaniasis is also common 
in Greece, being represented exclusively by the visceral 
form, but not by the cutaneous one, though skin lesions 
are commonly present. The infection in dogs is closely 
associated with human kala-azar, and is known to pre- 
cede human infections in the same or neighbouring 
houses. Dogs sometimes show no external symptoms 
of the infection. The parasite is found in the internal 
organs, but the skin is the chief tissue affected, though 
its macroscopic appearance may be normal. Actually 
in Greece canine leishmaniasis is more common than 
human kala-azar, the incidence varying from 5 to 20% 
of the animals examined. Since the dog represents 
the reservoir host of kala-azar, the author suggests that 
preventive measures should be directed primarily against 
this animal. In Greece visceral leishmaniasis is trans- 
mitted by Phlebotomus major, while the vectors of 
cutaneous leishmaniasis are P. sergenti and occasionally 
P. papatasii. In some towns the three forms of leish- 
maniasis (Oriental sore, human and canine kala-azar) 
may coexist, owing to the fact that various parts of the 
same town provide suitable breeding-places for different 
species of sandflies, each transmitting the particular 
species of leishmania of which it is the intermediate host. 
The paper includes a number of photographs of lesions in 
Oriental sore and in canine leishmaniasis. 

[In Soviet Central Asia, systematic destruction of dogs 
in endemic areas has already resulted in a considerable 
diminution of the incidence of human kala-azar.] 

. C. A. Hoare 


366. The Surgical Complications of Amoebic Dysentery 
K. L. James. Proceedings of the Royal Society of 
Medicine [Proc. R. Soc. Med.] 39, 766-768, Oct., 1946, 


The features of surgical complications of amoebic 
dysentery discussed by the author include the differentia- 
tion of amoebic infection of the colon from acute appen- 
dicitis, perforation of the colon due to dysenteric ulcera- 
tion, stricture of the rectum and colon following dysen- 


tery, and the surgical problems connected with amoebic 
hepatitis and amoebic abscess. Cuthbert E. Dukes 


367. Some Aspects of Amoebiasis in Africans 
R. Etspon-Dew. South African Medical Journal {s, 
Afr. med. J.| 20, 620-626, Oct. 26, 1946. 7 figs., 194 refs, 


Analysis of cases admitted to the King Edward VI 
Hospital, Durban, showed that acute amoebiasis exists 
all over Natal. Inadequate disposal of sewage plays 
some part in dissemination of infection, but it is possible 
that a dietetic deficiency of some sort is involved in the 
incidence of the disease. Examinations of blood protein 
did not show any great difference between the mean 
value in patients suffering from amoebiasis and the mean 
value in those suffering from non-amoebic dysentery, 
although both values were lower than that obtained 
among the well-fed hospital staff. The curve of values 
for the non-amoebic group was much flatter than that of 
the amoebic group, some cases being within normal 
limits and others as low as the lowest of the amoebic 
dysentery group. The patients suffering from amoebiasis 
were all more or less deficient in protein, whereas some of 
those suffering from non-amoebic dysentery showed 
figures in the higher ranges of normality. It is suggested, 
therefore, that there is some connexion between protein 
deficiency and amoebiasis, although it is not possible to 
say which comes first. Lack of appropriate protein 
factors may in an exposed individual precipitate or pre- 
dispose to the fulminant type of amoebic dysentery, and 
the difference in clinical severity and in the incidence of 
the condition between the Indian on the one hand and the 
African on the other certainly suggests that diet plays an 
important part in determining infection and the degree of 
severity. Both are similarly exposed to faecal contamina- 
tion of the food, as indicated by the incidence of Ascaris 
and Trichuris infections. Their difference in diet is 
shown by the relative absence of Taenia infection in 
Indians. It is well known that the African diet is defi- 
cient, particularly in the peri-urban areas, where a milk 
supplement to the maize diet is difficult to obtain. A diet 
of maize is deficient in other things besides vitamins, 
notably in certain amino-acids, such as tryptophane. 
The world distribution of severe amoebiasis is in some 
respects associated with maize. For example, in Ten- 
nessee, acute amoebiasis is common in Hatchie and un- 
common in New Hope, where, however, the carrier 
rate is 40%; the diet of both communities consists 
largely of corn meal, but at New Hope it is supplemented 
with milk, fruit, and green vegetables. Similarly, an 
enormous difference exists between amoebiasis in North 
China, a large maize-growing area, and that in Central 
and South China. In addition to the dietary factor, a 
tropical or sub-tropical climate is commonly associated 
with amoebiasis, and it may be that such a climate is 
favourable to the transmission of the parasite and that 
the diet determines the severity of the attack. 

[Analysis of the cases here reviewed shows there is a 
definite periodicity with a maximum incidence in March 
and a minimum in August, which, allowing a certain lag 
period, corresponds with the curves for temperature and 
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rainfall. It would be of value to know which climatic 
factor is the more important. 

The infection in Africans appears particularly severe, 
and a common cause of death is perforation, indicating 
the acuteness of the condition. Emetine is usually effec- 
tive in controlling the dysentery, but does not remove the 
parasite.] F. Murgatroyd 
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368. Clinical and Laboratory Observations on 256 Cases 
of Trichiniasis 

J. M. OPPENHEIM, C. B. Wuims, and A. W. FRISCH. 
Bulletin of the U.S. Army Medical Department [Bull. U.S. 
Army med. Dept.) 6, 581-593, Nov., 1946. 1 fig., 26 refs. 


An outbreak of trichiniasis among German prisoners of 
war in camp in Michigan occurred in 1945, 256 patients 
being admitted to hospital within 15 days. The source 
of infection was presumed to be uncooked pork, although 
no samples remained for examination. The symptoms 
included weakness, fever, headache, generalized muscular 
pains, profuse sweating, and periorbital oedema; these 
all subsided within 16 days except for the weakness and 
malaise. The characteristic inverse relation of eosino- 
philia to clinical severity was present. All but 2 patients 
were fit for duty within 6 weeks. The routine manage- 
ment was rest in bed until free from fever and symptoms 
for 3 days; then muscular exercises were followed by a 
week’s convalescent regime if fever and symptoms did 
not recur. In the light of former experience, drug 
treatment, after an initial dose of castor oil, was limited 
to relief of symptoms. All patients were subjected to 
blood counts, urine analysis, serological tests, skin tests, 
and complement-fixation tests; the high incidence of 
eosinophilia was studied and recorded. In skin tests, 
which varied widely with differently prepared antigens, 
the highest proportion of positive immediate reactions 
was 50%, while complement-fixation tests showed 36% 
positive in a group of 120 patients tested 12 weeks after 
onset of the disease. In no case could the parasites be 
demonstrated in blood, stools, spinal fluid, or gastric 
contents; muscle biopsies were done at an early stage in 
36 cases, when all were negative except for 1 case of 
myositis; in 18 cases all were negative after a year 
except for 1 case of encysted trichinellae and 5 cases of 
fibrosis. The mildness and short duration of the attacks 
and the above negative findings all suggested a light 
infestation. F. T. H. Wood 
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INFECTIOUS DISEASES OF 
UNKNOWN ORIGIN 


369. The Stevens-Johnson Syndrome 

T. M. Gupert and S. R. Hinc. Medical Journal of 
Australia [Med. J. Aust.] 2, 774-776, Nov. 30, 1946. 
9 refs. 


The Stevens-Johnson syndrome is an eruptive fever 
with stomatitis and conjunctivitis; the eruption may be 
absent and varies in the time of its appearance and in 


its character, though in most cases it has closely resem- 
bled erythema multiforme. The disease occurs mostly 
in children, the case described in this paper being an 
exception, and it has been stated to be commoner in 
males than in females. A second attack has occurred 
6 months after the first. Most patients have had high 
fever and been seriously ill, but no deaths are recorded. 
The acute stage lasts for 2 or 3 weeks, but complete 
recovery may take much longer and complications may 
persist. The leucocyte count is usually normal. No 
aetiological agent has been found and penicillin and 
sulphonamides appear to act only by controlling secon- 
dary infection; they do not prevent the appearance of 
new lesions. 

The authors describe a case in a soldier, aged 40. 
Without previous symptoms of ill-health he developed 
a severe headache, which lasted for nearly 24 hours and 
was accompanied by giddiness. His eyes became sore 
and bloodshot and his mouth also felt sore. On the 
third day he was admitted to hospital with a tempera- 
ture of 100° F. (37-8° C.), a pulse rate of 80, and respira- 
tion rate of 20, acute bilateral conjunctivitis and acute 
stomatitis, the lips being encrusted and the whole buccal 
mucous membrane covered with a nearly confluent 
bullous eruption. He was treated with penicillin; 
15,000 units was injected intramuscularly every 3 hours, 
the patient sucked pastilles every 4 hours, while drops 
(2,500 units per ml.) were instilled into the eyes every. 
hour. Penicillin ointment and saline and hydrogen 
peroxide mouth washes were also used. A throat swab 
yielded Streptococcus haemolyticus and Micrococcus 
catarrhalis. Erythematous maculopapular lesions ap- 
peared on the right leg and arm on the third day after 
admission; on the fourth day his eyes were still acutely 
inflamed, with mucopurulent discharge and bullae on the 
conjunctiva. By the fifth day sloughs had formed, and 
he developed a slight cough with tenacious sputum; a 
radiograph on the seventh day revealed signs of “* pneu- 
monitis ’’. Treatment with sulphamerazine was begun 
on the eighth day and was continued until the thirteenth 
day; he received 42 g. of sulphamerazine and a total. 
dosage of 1,425,000 units of penicillin by injection. 
Temperature became normal on the thirteenth day, and 
by the nineteenth day convalescence was satisfactory. 
There was no marked change in the blood corpuscles 
during the illness. The authors remark that bullae on 
the conjunctiva and pulmonary signs appear to be un- 
usual in this disease. J. F. Corson 


370. Purpuric Manifestations of Rheumatic Fever and 
Acute Glomerulonephritis 

R. H. Jones and W. M. Moore. American Heart Journal 
[Amer. Heart J.] 32, 529-538, Oct., 1946. 4 figs., 11 refs. 


Three cases of symptomatic purpura are recorded. 
Two were associated with rheumatic fever, and in one 
of these there was evidence of simultaneous ‘nephritis. 
In the third case purpura was associated with acute 
glomerulonephritis. Apart from subcutaneous nodules, 
the skin manifestations of rheumatic fever consist of 
erythemata, especially erythema multiforme, purpura, 
and erythema nodosum. In different groups and in 
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different parts of the world the incidence of skin lesions 
has been found to vary from 4% to over 75%. In the 
authors’ series of 63 cases of rheumatic fever over a 
period of 6 months the incidence of skin lesions was 
4-T%.\. 

Generalized involvement of the vascular system by a 
specific focal cellular reaction is perhaps a constant 
manifestation of the rheumatic process. This focal 
reaction has been found affecting the renal vessels. Two 
series of cases are quoted from the literature; one of 
4 cases of rheumatic fever with clinical evidence of 
nephritis and in which Aschoff nodes were demonstrated 
at necropsy in the myocardium and kidneys; the other 
of 16 cases of rheumatic fever, in 14 of which typical focal 
reactions in the interstitial tissue of the kidneys were found 
at necropsy. Rheumatic fever associated with acute 
glomerulonephritis is very rare; it would seem that the 
apparently common focal reaction in the kidney is only 
occasionally sufficient for the diagnosis of kidney disease 
to be made during life. Purpura also is a rare manifesta- 
tion in rheumatic fever, and is even more rarely asso- 
ciated with acute glomerulonephritis. The authors 
suggest that the purpuric lesions and the nephritis 
are evidence of the widespread generalized lesions of 
rheumatic fever. The high incidence of cardiac involve- 
ment and the occasional presence of skin lesions may 
indicate a similar generalized process in acute glomerulo- 
nephritis. It is pointed out that purpura and other skin 
lesions can be the initial symptom in these two diseases. 

Kenneth Stone 


371. Vitamin K and Acute Rheumatism. (Vitamine K 
et maladie de Bouillaud) 

R. LUTEMBACHER and J. E. GALIMARD. Presse Médicale 
[Presse méd.] 54, 747-748, Nov. 9, 1946. 


Hypovitaminosis or avitaminosis K, a term used as 
synonymous with hypoprothrombinaemia, is stated to 
occur in rheumatic fever as a result of parenchymatous 
liver damage due to the rheumatic process. The 
“ antivitamin K” action of salicylates is attributed to 
their effect on the already damaged liver. (It is stated 
that at the usual blood salicylate levels there is no 
modification of prothrombin time.) In 9 cases of acute 
rheumatism prothrombin concentration was determined 
by an electrophotometric method (Meunier), and con- 
firmed in some cases by Quick’s method, for which the 
normal time is given as 19 to 20 seconds. Liver function 
was investigated by galactose tolerance and rheumatic 
activity by the sedimentation rate. Blood salicylate 
levels are given. In cases not receiving salicylate treat- 
ment impaired liver function may appear; in patients 
recovering but still under treatment with salicylates, liver 
function may be normal and in patients with impaired 
liver function treated with salicylates the liver function 
improves. In this last group further salicylate therapy 
may be followed by secondary impairment of liver 
function, which disappears on omission of salicylate. 
Rheumatic hepatitis is stated to be controllable only by 
salicylates in appropriate dosages. When haemorrhages 
appear they can be controlled by oral vitamin K or 


ae ic equivalent. The blood prothrombin then rises 
rapidly. 

[This work needs confirmation. Much reliance jg 
placed on the photometric method. The parallel Quick 
times probably lie within the normal range (16 to 25 
seconds, Whitby and Britton). Rapid return of pro. 
thrombin value to normal after administration of vitamin 
K is doubtful evidence of liver damage.] 


W. A. Bourne 


372. Reiter’s Disease 
C. R. BAxTeR. British Medical Journal (Brit. med. J. 2, 
858, Dec. 7, 1946. 


During recent months interest has once again been 
focused on this complaint. The author records a case— 
one of a number that have been published lately—in 
a soldier of 41 years who, while serving overseas in 
August, 1945, developed a purulent conjunctivitis. The 
next month, on repatriation, in addition to the active 
conjunctivitis, still present, he had a purulent urethral 
discharge which did not contain gonococci. Serological 
examinations were likewise negative. 

Parenteral penicillin (dose unspecified) led to the 
disappearance of the discharge within 5 days. Two 
months later, however, there occurred in the right eye 
an intraocular haemorrhage followed by iritis which ran 
a course of 10 or 12 weeks. Stiffness of the ankles, knees, 
and shoulders then occurred and, 2 weeks later, swelling 
of the second left metacarpo-phalangeal joint, associated 
for the first time with a pyrexia and a scaly eruption of 
the soles. 

In December, 1945, he was admitted to hospital under: 
the care of the author, when, in addition to the above, 
he had painful swollen ankles; stiff, painful, but not 
swollen knees, left shoulder, and elbow; and slight 
bilateral conjunctivitis. There was no iritis, urethral 
discharge, or pyrexia, and the routine serological tests 
were normal apart from the erythrocyte sedimentation. 
rate, which was 106 mm. in 1 hour. Nineteen days after 
admission a course of myocrisin was started, and 
this was followed by a slow but steady improvement of 
the polyarthritis, the patient being able to walk within 
2 months and having no subsequent relapse after a 
follow-up of 10 months. A month after starting gold 
therapy, however, there was a relapse of the iritis, which 
resolved during 10 weeks of local therapy, to be followed 
in May, 1946, by iritis in the left eye, which similarly 
disappeared in about 8 weeks. During the first 12 weeks 
there was an irregular pyrexia never exceeding 98-8° F. 
(37-1° C.), while the keratodermia blennorrhagica of the 
soles resolved pari passu with the joint lesions. 

[No mention is made of the existence or otherwise of 
balanitis circinata sicca, the actual amounts of gold salts 
employed, or the subsequent behaviour of the E.S.R. 
Fever therapy would probably have considerably short- 
ened the duration of the iritis, though the possibility of 
a slow but steady response to gold salts is in accord with 
the findings of other workers even if doubt is expressed 
in the summary whether the gold has exerted any specific 
effect.] R. R. Willcox 
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